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The present invention relates to a compound represented by
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SPIROIMIDAZOLONE DERIVATIVE

CROSS-REFERENCE TO RELATED
APPLICATIONS

This application is a Continuation of U.S. Ser. No. 13/266,
517, which is the U.S. National Stage application of PCT/
JP2010/057432, filed Apr. 27, 2010, which claims priority
from Japanese application JP 2009-109256, filed Apr. 28,
2009.

TECHNICAL FIELD

The present invention relates to spiroimidazolone deriva-
tives and use thereof.

BACKGROUND ART

Parathyroid hormone (PTH) is a major regulator of cal-
cium homeostasis and its main target organs are considered
to be the bones and kidneys. Native human parathyroid
hormone is a polypeptide consisting of 84 amino acids. This
hormone is secreted from the parathyroid gland in response
to low blood calcium levels, and acts on osteoblasts (bone-
building cells) in the bones and tubular epithelial cells in the
kidneys. This hormone interacts with a cell surface receptor
molecule called PTH-1 receptor or PTH/PTHrP receptor,
which is expressed by both osteoblasts and renal tubular
cells.

PTHrP (PTH-related protein), the major cause of humoral
hypercalcemia of malignancy (HHM), also has normal func-
tions including developmental roles. PTHrP has 141 amino
acids, although mutants also occur that result from alterna-
tive gene splicing mechanisms. PTHrP plays a key role in
the formation of the skeleton through a process that also
involves binding to the PTH-1 receptor (Non Patent Litera-
ture 1, Non Patent Literature 2).

Regulation of calcium concentrations is necessary for
normal functions of the gastrointestinal system, skeletal
system, nervous system, neuromuscular system and cardio-
vascular system. Synthesis and release of PTH are primarily
controlled by the serum calcium level. Synthesis and release
of PTH are stimulated at low serum calcium levels, and
synthesis and release of PTH are suppressed at high serum
calcium levels. PTH, in turn, maintains the serum calcium
level by directly or indirectly promoting calcium entry into
the blood at three calcium exchange sites: intestine, bone
and kidney. PTH contributes to net gastrointestinal absorp-
tion of calcium by assisting in the renal synthesis of active
vitamin D. PTH promotes calcium mobilization from the
bone to serum by stimulating differentiation of osteoclasts
that are bone-resorbing cells. This also mediates at least
three main effects in the kidney (stimulation of tubular
calcium resorption; enhancement of phosphate clearance;
and promotion of an increase in the enzyme that completes
the synthesis of active vitamin D). PTH is considered to
exert these effects primarily through receptor-mediated acti-
vation of adenylate cyclase and/or phospholipase C.

Disruption of calcium homeostasis may produce many
clinical disorders (e.g., serious bone disease, anemia, renal
dysfunction, ulcers, myopathy and neuropathy), and this
usually results from conditions that produce an alteration in
the level of parathyroid hormone. Hypercalcemia is a con-
dition characterized by an elevated serum calcium level.
This is often associated with primary hyperparathyroidism
in which excessive PTH production occurs as a result of
parathyroid gland lesions (e.g., adenoma, hyperplasia or
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carcinoma). Humoral hypercalcemia of malignancy (HHM),
another type of hypercalcemia, is the most common para-
neoplastic syndrome. This appears to result in most
instances from the production of a certain protein hormone
that shares amino acid homology with PTH by tumors (e.g.,
squamous cell carcinoma, renal carcinoma, ovarian carci-
noma or bladder carcinoma). These PTHrPs appear to mimic
the effects of PTH on the kidney and skeleton in some
degree, and are considered to interact with the PTH receptor
in these tissues. PTHrP is usually found at low levels in
many tissues including keratinocytes, brain, pituitary gland,
parathyroid gland, adrenal cortex, medulla, fetal liver, osteo-
blast-like cells and lactating mammary tissues. For many
HHM malignant tumors, high levels of PTHrP are observed
in the circulatory system, and this leads to elevated calcium
levels associated with HHM.

The pharmacological profiles of PTH and PTHrP are
nearly identical in most in vitro assay systems, and elevated
blood levels of PTH (i.e., primary hyperparathyroidism) or
PTHrP (i.e., HHM) have comparable effects on inorganic ion
homeostasis (Non Patent Literature 3, Non Patent Literature
4). The similarities in the biological activities of the two
ligands can be explained by their interaction with the
PTH/PTHrP receptor, a common receptor expressed abun-
dantly in the bones and kidneys (Non Patent Literature 5).

The PTH-1 receptor is homologous in primary structure to
some other receptors binding to peptide hormones, such as
secretin (Non Patent Literature 6), calcitonin (Non Patent
Literature 7) and glucagon (Non Patent Literature 8); these
receptors together form a distinct family called receptor
family B (Non Patent Literature 9). Within this family, the
PTH-1 receptor is unique in that it binds to two peptide
ligands and thereby regulates two separate biological pro-
cesses. A recently identified PTH receptor subtype called
PTH-2 receptor binds to PTH but not to PTHrP (Non Patent
Literature 10). This finding has implied that the structural
differences in the PTH and PTHrP ligands determine the
selectivity for interaction with the PTH-2 receptor. The
PTH-2 receptor has been detected by RNA methods in the
brain, pancreas and vasculature; however, its biological
functions have not been determined (Non Patent Literature
10). The family B receptors are assumed to use a common
molecular mechanism for engagement with their own cog-
nate peptide hormone (Non Patent Literature 11).

The PTH-1 receptor binds to both PTH and PTHrP and
causes not only intracellular cAMP accumulation and adenyl
cyclase (AC) activation but also signal transduction to
phospholipase C (PL.C), thereby leading to the production of
inositol trisphosphate (IP3), diacylglycerol (DAG) and intra-
cellular calcium (iCa”*) (Non Patent Literature 12, Non
Patent Literature 13).

Osteoporosis is a potentially crippling bone disease and is
observed in a substantial portion of the elderly population,
in pregnant women and even in juveniles. The term “osteo-
porosis” refers to a group of disorders consisting of different
constituents. Osteoporosis is clinically classified into type I
and type I1. Type I osteoporosis occurs primarily in middle-
aged women and is associated with menopausal estrogen
loss, while type II osteoporosis is associated with the elderly.
Patients with osteoporosis are considered to benefit from
novel therapies designed to promote fracture repair, or
therapies designed to prevent or reduce fractures associated
with the disease.

This disease is characterized by reduced bone mass,
decreased bone mineral density (BMD), decreased bone
strength and an increased risk of fracture. Currently, there is
no effective cure for osteoporosis, although estrogen, calci-
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tonin, and etidronate and alendronate that are bisphospho-
nates are used to treat the disease with various levels of
success. These agents act to decrease bone resorption.

PTH(1-34) (teriparatide) has a strong bone anabolic effect
and induces significant increases in bone mineral density
and bone strength. Subcutaneous administration of human
PTH(1-34) increased the spine bone mineral density (BMD)
by 8% in one year and decreased the risks of vertebral
fracture and nonvertebral fracture by 65% and 55% in two
years, respectively (Non Patent Literature 14). Subcutane-
ous administration of human PTH(1-84) also increased the
spine bone mineral density (BMD) by 6.9% in 18 months
and decreased the risk of vertebral fracture by 58% (Non
Patent Literature 15). Parathyroid hormone is currently
believed to be one of the most effective treatments for
osteoporosis (Non Patent Literature 16). Importantly, hPTH
(1-34) must be administered in a pulsed manner (e.g.,
subcutaneous injection once daily) to achieve its bone-
forming effect. Longer administration of PTH(1-34) such as
by use of a continuous infusion pump mechanism activates
bone-resorptive responses mediated by osteoclasts much
stronger than bone-forming responses mediated by osteo-
blasts, and thus PTH(1-34) exerts a net degradation effect on
the bone.

Although parathyroid hormone is believed to be one of
the most effective treatments for osteoporosis, only less than
1% of patients with osteoporosis use teriparatide and the
average duration of teriparatide is 12 months (Non Patent
Literature 16). Teriparatide must be administered by self-
injection. The fact that it is difficult to use a pen-type device
for self-administration is the principal cause of the low
compliance of teriparatide-administered patients. It is obvi-
ous that noninvasively, preferably orally, available com-
pounds having a PTH-like effect with clinical efficacy in
osteoporosis similar to that of parathyroid hormone can
considerably improve the compliance of patients with regard
to the administration, and that the compounds can be the
most useful therapeutic option for patients with osteoporo-
sis.

There are many low molecular weight agonists for the
GPCR family A; however, only a limited number of low
molecular weight ligands for the GPCR family B have been
reported (Non Patent Literature 17). Low molecular weight
agonists have been reported for the GLP-1 receptor, calci-
tonin receptor and PTH1 receptor belonging to the GPCR
family B; however, there is no compound used in clinical
applications for the treatment of diseases.
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SUMMARY OF THE INVENTION
Problems to Solved by the Invention

An object of the present invention is to provide a nonin-
vasively, preferably orally, available low molecular weight
compound having a parathyroid hormone-like effect involv-
ing bone anabolism which can considerably improve the
compliance of patients as compared with a parathyroid
hormone peptide agonist.

Means for Solving the Problems
Specifically, the present invention includes:
(1]

A compound represented by the following general for-
mula (1):

M

I|{33
Im W—R,
HN
PR +\N7S\
R,—X SN |+/)n o/ 0
Rag
[wherein

W is selected from:

1) a single bond,

2) C1-C10 alkylene optionally containing a carbonyl group,
wherein the alkylene is optionally substituted with a halogen
atom(s) and/or a hydroxyl group(s),

3) C2-C10 alkenylene optionally substituted with a halogen
atom(s),

4) C2-C10 alkynylene,

5) arylene optionally substituted with a halogen atom(s),
6) heteroarylene optionally substituted with a halogen
atom(s),
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7) C1-C10 heteroalkylene optionally substituted with a
halogen atom(s),
8) —NH—, —NHCH,— or —NHCH,CH,—,
9) cycloalkylene and
10) -(cycloalkylene)-CH,—;
X is selected from the following bond or groups:
1) a single bond,
2) C1-C10 alkylene optionally substituted with a halogen
atom(s) or cycloalkyl,
3) C2-C10 alkenylene optionally substituted with a halogen
atom(s),
4) C2-C10 alkynylene optionally substituted with a halogen
atom(s),
5) C1-10 oxyalkylene optionally substituted with a halogen
atom(s) and
6) —NR,,—
wherein R, is selected from:

i) a hydrogen atom and

ii) C1-C10 alkyl optionally substituted with a halogen
atom(s);
Y is selected from:
1) an oxygen atom,
2) a sulfur atom and

3) =NR;.
or 4) Y is —NR;4R;, shown in the following formula (A):

R &)

38
\N/R39;
NZZ
RZ\X )§N

which can be tautomeric;
R;, is selected from:
1) hydrogen,

2) hydroxy and

3) C1-C10 alkoxy;

R;5 and R, are independently selected from hydrogen or
C1-C10 alkyl optionally substituted with cycloalkyl, or R;4
and R, may be bonded to each other to form a ring selected
from the group consisting of azetidinyl, pyrrolidinyl, piper-
idinyl, piperazinyl and morpholinyl, and the ring is option-
ally substituted with C1-C10 alkyl;

m represents an integer of 0 to 2;

n represents an integer of 0 to 2;

R, is selected from:

1) hydrogen,

2) cycloalkyl optionally substituted with a group(s) selected
from R,, R5 and R,

3) a heterocycle optionally substituted with a group(s)
selected from R,5, R,, R5 and R,

4) aryl optionally substituted with a group(s) selected from
R;, R4, Rs and Ry and

5) heteroaryl optionally substituted with a group(s) selected
from R,5, R,, R5 and Ry;

R, is selected from:

1) —CONR,R,,

2) —OR,,

3) —NR,R,,,

4) —N(R,) COR,,,

5) —N(R,) SO,R, .

6) —SO.R, s,
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7) C1-10 alkyl optionally substituted with a group(s) inde-
pendently selected from a halogen atom, a hydroxyl group,
—COR, g and —NR ;R _,

8) heteroaryl optionally having C1-10 alkyl and/or C1-10
alkoxy as a substituent and

9) —N(R,) CSR,;

R, is selected from:

1) a halogen atom,

2) cyano,

3) nitro,

4) amino,

5) —NHCOR 4,

6) C1-C10 alkyl optionally substituted with a
independently selected from hydroxycarbonyl,
alkoxycarbonyl and aminocarbonyl,

7) C1-C10 haloalkyl,

8) C1-C10 alkoxy,

9) C1-C10 haloalkylcarbonyl,

10) —COR s,

11) C1-C10 hydroxyalkyl and

12) C1-C10 heteroalkyl;

R; is selected from a halogen atom, C1-C10 alkyl, C1-C10
haloalkyl and C1-C10 alkoxy;

Ry is selected from a halogen atom, C1-C10 alkyl and
C1-C10 haloalkyl;

R, is selected from:

1) hydrogen,

2) C1-C10 alkyl optionally substituted with a group(s)
independently selected from amino and C1-C10 alkylamino,
3) C1-C10 hydroxyalkyl,

4) C1-C10 haloalkyl,

5) C1-C10 heteroalkyl,

6) C1-C10 heteroalkyl optionally substituted with a group(s)
selected from a hydroxyl group, C1-C10 alkylamino and
C2-C10 alkenyl,

7) aryl,

8) heteroaryl,

9) aryl C1-C10 alkyl,

10) a heterocycle optionally substituted with C1-C10 alkyl,
11) —(CH,);COR 4 (wherein L represents an integer of 1 to
4),

12) C1-C10 alkoxy,

13) C2-C10 alkenyl and

14) —NR,oR,;;

R,, and R,, are independently selected from hydrogen,
C1-C10 alkyl and C1-C10 alkylcarbonyl, or R,y and R,
may be bonded to each other to form a ring selected from
azetidinyl, pyrrolidinyl, piperidinyl, piperazinyl and mor-
pholinyl, and the heterocycle is optionally substituted with
C1-C10 alkyl;

Ry is selected from hydrogen and C1-C10 alkyl optionally
substituted with a halogen atom(s) and/or a hydroxyl
group(s);

R, and Ry may be bonded to form a 4- to 7-membered
heterocycle optionally containing an additional element(s)
or group(s) independently selected from O, N, S, SO and
SO,, and the heterocycle optionally contains carbonyl, and
the heterocycle is optionally substituted with a substituent(s)
independently selected from:

1) a halogen atom,

2) C1-C10 alkyl optionally having C1-C10 alkylamino as a
substituent,

3) C1-C10 haloalkyl,

4) a hydroxyl group,

5) C1-C10 hydroxyalkyl,

group(s)
C1-C10
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6) C1-C10 alkoxy optionally substituted with a group(s)
independently selected from a halogen atom, a hydroxyl
group, amino and C1-C10 alkylamino,

7) aryl optionally substituted with a group(s) selected from
a halogen atom, a hydroxyl group, amino and C1-C10
alkylamino,

8) C1-C10 heteroalkyl optionally substituted with a group(s)
independently selected from a halogen atom, a hydroxyl
group, amino and C1-C10 alkylamino,

9) a heterocycle optionally substituted with C1-C10 alkyl,
10) heteroaryl optionally substituted with C1-C10 alkyl,
11) heterocyclyl C1-C10 alkyl,

12) —COR,,
13) —NR,,R,,,
14) —SO,R,,,

15) C1-C10 alkoxy-C1-C10 alkyl optionally having a
hydroxyl group(s) as a substituent(s) and

16) C1-C10 hydroxyalkyloxy, wherein the hydrogen atom of
the hydroxyl group is optionally replaced by C1-C10
hydroxyalkyl, and

the heterocycle may further form a spiro ring together with
a 4- to 6-membered heterocycle, and the bonded 4- to
6-membered heterocycle optionally contains O and N as
ring-forming elements in addition to carbon atoms, and the
carbon atom(s) may be oxidized to form carbonyl, and the
4- to 6-membered heterocycle is optionally further substi-
tuted with C1-C10 alkyl;

R, is selected from:

1) a hydroxyl group,

2) C1-C10 alkoxy,

3)NR,,R,5 and

4) C1-C10 alkyl optionally substituted with a substituent(s)
selected from a halogen atom, a hydroxyl group, C1-C10
alkoxycarbonyl or C1-C10 alkylamino;

R, is selected from:

1) hydrogen,

2) C1-C10 alkyl optionally substituted with a group(s)
selected from aryl, amino, C1-C10 alkylamino, C1-C10
alkylcarbonylamino and a hydroxyl group,

3) heteroaryl and

4) C1-C10 alkoxy;

R, is selected from hydrogen, C1-C10 alkyl and C1-C10
hydroxyalkyl;

R,; and R, may be bonded to each other to form a ring
selected from azetidinyl, pyrrolidinyl, piperidinyl, piperazi-
nyl and morpholinyl, and the ring is optionally substituted
with a group(s) selected independently of each other from
C1-C10 alkyl, a halogen atom and C1-C10 alkoxycarbonyl;
R,s is selected from hydrogen, C1-C10 alkyl, C1-C10
haloalkyl, C1-C10 alkylcarbonyl, C1-C10 hydroxyalkyl,
C1-C10 aminoalkyl, C1-C10 alkoxycarbonyl and C1-C10
heteroalkyl;

R, 1s selected from hydrogen and C1-C10 alkyl;

R, and R,, may be bonded to form a ring selected from
azetidinyl, pyrrolidinyl, piperidinyl, piperazinyl and mor-
pholinyl, and the ring is optionally substituted with a
group(s) selected independently of each other from C1-C10
alkyl and a halogen atom;

R,, is selected from:

1) C1-C10 alkyl optionally substituted with aryl,

2) amino,

3) C1-C10 alkylamino and

4) aryl optionally substituted with C1-C10 alkyl;

R, is selected from:

1) hydrogen,

2) C1-C10 alkyl optionally substituted with a group(s)
independently selected from R,

15

20

30

35

40

45

60

65

8

3) aryl optionally substituted with a group(s) selected from
a halogen atom, a hydroxyl group, amino and C1-C10
alkylamino,

4) cycloalkyl optionally substituted with a halogen atom(s)
or a hydroxyl group(s),

5) a heterocycle optionally substituted with a group(s)
independently selected from C1-C10 alkyl, C1-C10 alkyl-
carbonyl, C1-C10 alkoxy, C1-C10 alkoxycarbonyl, amino
and a halogen atom,

6) C1-C10 heteroalkyl optionally substituted with a group(s)
independently selected from a halogen atom and a hydroxyl
group,

7) heteroaryl optionally substituted with a group(s) selected
from C1-C10 alkyl, C1-C10 alkylcarbonyl, C1-C10 alkoxy-
carbonyl and a halogen atom and

8) cycloalkenyl optionally substituted with a group(s)
selected from C1-C10 alkoxy, C1-C10 alkylamino, amino, a
hydroxyl group and a halogen atom, wherein the cycloalk-
enyl optionally contains a carbonyl group;

R,; is independently selected from:

1) a halogen atom,

2) a hydroxyl group,

3) a C1-C10 alkylcarbonyloxy group,

4) —COR 4,

5) amino,

6) C1-C10 alkylamino,

7) a heterocycle optionally substituted with a group(s)
selected from C1-C10 alkyl, C1-C10 alkylcarbonyl, C1-C10
alkoxycarbonyl and a halogen atom and

8) cyano;

R,, is selected from:

1) hydrogen and

2) C1-C10 alkyl optionally substituted with a group(s)
selected from a halogen atom, a hydroxyl group and aryl;

R, and R;, may be bonded to form a 4- to 7-membered
heterocycle optionally containing an additional element(s)
or group(s) independently selected from N, O, S, SO, SO,,
carbonyl and thiocarbonyl, and the heterocycle is optionally
substituted with a substituent(s) independently selected from
Rou;

R,, is independently selected from:

1) a halogen atom,

2) C1-C10 alkyl optionally substituted with a group(s)
independently selected from C1-C10 alkylamino and
C1-C10 alkylcarbonylamino,

3) C1-C10 haloalkyl,

4) a hydroxyl group,

5) C1-C10 hydroxyalkyl,

6) C1-C10 alkoxy optionally substituted with a group(s)
independently selected from a halogen atom, a hydroxyl
group, amino and C1-C10 alkylamino,

7) aryl optionally substituted with a group(s) independently
selected from a halogen atom, a hydroxyl group, amino and
C1-C10 alkylamino,

8) C1-C10 heteroalkyl optionally substituted with a group(s)
independently selected from a halogen atom, a hydroxyl
group, amino and C1-C10 alkylamino,

9) a heterocycle optionally substituted with C1-C10 alkyl,

10) heteroaryl,

11) heterocyclyl C1-C10 alkyl,

12) —COR,,
13) —NR 4R, and
14) —SO.R,,;
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R,, is selected from:
1) C1-C10 alkyl optionally substituted with a group(s)
independently selected from:

i) a hydroxyl group,

i) —NR,;R s,

iii) a C1-C10 alkoxy group,

iv) a halogen atom,

v) C1-C10 alkoxycarbonyl,

vi) aminocarbonyl and

vii) aryl optionally substituted with a group(s) indepen-
dently selected from a halogen atom, a hydroxyl group,
C1-C10 alkoxy, amino, C1-C10 alkylamino and —COR,,,
2) aryl optionally substituted with a group(s) independently
selected from a halogen atom, a hydroxyl group, C1-C10
alkoxy, amino, C1-C10 alkylamino and —COR,,,
3) cycloalkyl optionally substituted with a halogen atom(s),
4) a heterocycle optionally substituted with a group(s)
selected from C1-C10 alkyl, C1-C10 alkylcarbonyl, C1-C10
alkoxycarbonyl and a halogen atom,
5) C1-C10 alkoxy, wherein the alkyl group is optionally
substituted with a group(s) independently selected from
C1-C10 alkylcarbonylamino, amino, C1-C10 alkylamino
and a hydroxyl group,
6) amino,
7) C1-C10 alkylamino, wherein the alkyl group is optionally
substituted with a group(s) independently selected from
C1-C10 alkylcarbonylamino, amino, C1-C10 alkylamino,
hydroxycarbonyl and a hydroxyl group and
8) C2-C10 alkenyl;
R,, is selected from C1-C10 alkoxy, a hydroxyl group,
amino and C1-C10 alkylamino;
R,, is selected from:
1) C1-C10 alkyl,
2) amino and
3) C1-C10 alkylamino, wherein the alkyl group is optionally
substituted with a group(s) independently selected from
amino, C1-C10 alkylamino and a hydroxyl group;
R,; is selected from:
1) hydrogen,
2) C1-C10 alkyl,
3) C1-C10 alkylcarbonyl, wherein the alkyl is optionally
substituted with a hydroxyl group(s),
4) C1-C10 alkoxycarbonyl,
5) aminocarbonyl,
6) C1-C10 alkylaminocarbonyl and
7) heterocyclic carbonyl optionally substituted with C1-C10
alkyl;
R,, is selected from:
1) hydrogen and
2) C1-C10 alkyl optionally substituted with a group(s)
independently selected from a halogen atom, a hydroxyl
group, amino and C1-C10 alkylamino;
R,; and R, may be bonded to form a 4- to 7-membered
heterocycle optionally containing an additional element(s)
or group(s) independently selected from O, N, S, SO and
SO,, and the heterocycle optionally contains carbonyl, and
the heterocycle is optionally substituted with C1-C10 alkyl;
R, is selected from:
1) C1-C10 alkyl and
2) —NR;5R;4;
R;; is selected from:
1) hydrogen,
2) C1-C10 alkyl optionally substituted with a group(s)
independently selected from:

i) a halogen atom,

ii) a hydroxyl group,

iii) C1-C10 alkylcarbonylamino,
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iv) —COR 4,

V) amino,

vi) C1-C10 alkylamino,

vii) C1-C10 alkoxy optionally substituted with a halogen
atom(s),

viii) heteroaryl optionally substituted with a C1-C10 alkyl
group(s) and

ix) a heterocycle,
3) aryl optionally substituted with a group(s) independently
selected from a halogen atom, a hydroxyl group, amino and
C1-C10 alkylamino,
4) cycloalkyl optionally substituted with a group(s) inde-
pendently selected from a halogen atom and a hydroxyl
group,
5) a heterocycle optionally substituted with a group(s)
independently selected from C1-C10 alkyl, a halogen atom
and aryl C1-C10 alkyl,
6) heteroaryl optionally substituted with C1-C10 alkyl and
7) C1-C10 alkylcarbonyl;
R 1s selected from:
1) hydrogen and
2) C1-C10 alkyl optionally substituted with a group(s)
independently selected from a halogen atom, a hydroxyl
group and aryl;
R;5 and R, may be bonded to each other to form a ring
selected from azetidinyl, pyrrolidinyl, piperidinyl, piperazi-
nyl and morpholinyl, and the ring is optionally substituted
with a group(s) selected independently of each other from
C1-C10 alkyl and a halogen atom;
R,5 is selected from:
1) a halogen atom,
2) C1-C10 alkyl optionally substituted with a group(s)
independently selected from:

i) a halogen atom,

ii) aryl,

iii) heteroaryl,

iv) a heterocycle optionally substituted with a C1-C10
alkyl group(s),

v) —COR,,

vi) —NR,;R,, and

vii) —SO,R,,,
3) CI1-C10 heteroalkyl optionally substituted with a
hydroxyl group(s),
4) C1-C10 hydroxyalkyl, wherein each hydroxyl group may
be independently substituted with a group(s) selected from
C1-C10 alkyl, aryl C1-C10 alkyl and C1-C10 alkylcarbonyl,
5) —COR,
6) —SO,R,,,
7) aryl and
8) cyano;
R, is selected from:
1) C1-C10 alkyl optionally substituted with a halogen
atom(s), wherein the alkyl group is optionally further sub-
stituted with a substituent(s) independently selected from
R42s
2) C2-C10 alkenyl optionally substituted with a halogen
atom(s), wherein the alkenyl group is optionally further
substituted with a substituent(s) independently selected from
R42s
3) C2-C10 alkynyl optionally substituted with a halogen
atom(s), wherein the alkynyl group is optionally further
substituted with a substituent(s) independently selected from
R425
4) cycloalkyl optionally substituted with a group(s) inde-
pendently selected from:

i) a halogen atom,

ii) C2-C10 alkenyl or C1-C10 alkyl,
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iii) aryl optionally substituted with 1 to 3 substituents
independently selected from C1-C10 alkyl, a halogen atom,
C1-C10 alkoxy, C1-C10 alkylamino and C1-C10 alkylcar-
bonyl,

iv) cycloalkyl,

v) C2-C10 alkenyl optionally substituted with halogen,

vi) C1-C10 alkylidene, wherein the alkylidene is bonded
to the cycloalkyl by a double bond and the alkylidene is
optionally substituted with a halogen atom(s),

vii) C1-C10 alkoxy optionally substituted with a halogen
atom(s),

viil) C1-C10 alkyl optionally substituted with a group(s)
independently selected from a halogen atom or C1-C10
alkoxy optionally substituted with a halogen atom(s),

ix) C2-C10 alkynyl and

X) —Si(Ra43)s,

5) a heterocycle, wherein the heterocycle is optionally
substituted with a group(s) independently selected from:

i) a C1-C10 alkyl group,

ii) C1-C10 alkylcarbonyl, wherein the alkyl group is
optionally substituted with R,

iii) arylcarbonyl, wherein the aryl group is optionally
substituted with a group(s) independently selected from a
halogen atom, C1-C10 alkyl and C1-C10 alkoxy,

iv) heteroarylcarbonyl,

v) C1-C10 alkoxycarbonyl, wherein the alkyl group is
optionally substituted with a group(s) independently
selected from a halogen atom, aryl and C1-C10 alkoxy,

vi) aryloxycarbonyl, wherein the aryl group is optionally
substituted with a halogen atom(s) and/or C1-C10 alkyl,

vii) —CONR,¢R,,,

viii)) —SO,R,;,

ix) a halogen atom,

x) cycloalkylcarbonyl optionally fused with an aryl group
and

xi) C2-C10 alkenylcarbonyl, wherein the alkenyl group is
optionally substituted with aryl, wherein the aryl is option-
ally substituted with a group(s) independently selected from
a halogen atom, C1-C10 alkyl or C1-C10 alkoxy,

6) aryl optionally substituted with a group(s) independently
selected from R,,,

7) heteroaryl optionally substituted with a group(s) indepen-
dently selected from:

i) a halogen atom,

i1) C1-C10 alkyl and

iii) C1-C10 alkoxy;

8) C1-C10 alkoxy optionally substituted with a halogen
atom(s), wherein the alkoxy group is optionally further
substituted with a substituent(s) independently selected from
R42s

9) —S(0) Ras (wherein q is an integer of 0 to 2) and

10) cycloalkenyl optionally substituted with C1-C10 alkyl;
R,, is selected from:

1) a halogen atom,

2) cyano,

3) C1-C10 alkyl optionally substituted with a group(s)
independently selected from:

i) a hydroxyl group,

ii) —OR,

iii) cyano,

iv) aryloxy optionally substituted with a group(s) inde-
pendently selected from a halogen atom, C1-C10 alkyl
optionally substituted with a halogen atom(s) or C1-C10
alkoxy optionally substituted with a halogen atom(s) and

v) a halogen atom,
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4) cycloalkyl optionally substituted with a group(s) inde-
pendently selected from a halogen atom or C1-C10 alkyl
optionally substituted with a halogen atom(s),
5) C1-C10 alkoxy optionally substituted with a halogen
atom(s) or a C2-C6 alkenyl group,
6) —COR,,
7) C1-C10 alkylcarbonylamino,
8) C1-C10 alkoxycarbonylamino, wherein the alkoxy group
is optionally substituted with aryl,
9) C1-C10 heteroalkyl optionally substituted with a halogen
atom(s),
10) aryl optionally substituted with a substituent(s) indepen-
dently selected from:

i) a halogen atom,

ii) C1-C10 alkyl,

iii) C1-C10 alkoxy and

iv) aryl optionally substituted with aryl optionally substi-
tuted with C1-C10 alkyl,
11) heteroaryl optionally substituted with a C1-C10 alkyl

group(s),

12) —SO,R,;,

13) —SOR,s,,

14) C1-C10 alkylthio optionally substituted with a halogen
atom(s),

15) —Si(R,3); and

16) —SFs;

R,, is selected from:

1) hydrogen,

2) aryl optionally substituted with a group(s) independently
selected from C1-C10 alkyl optionally substituted with
halogen, a halogen atom and C1-C10 alkoxy,

3) hydroxycarbonyl,

4) C1-C10 alkoxycarbonyl,

5) aminocarbonyl,

6) C1-C10 alkylaminocarbonyl,

7) C1-C10 alkoxycarbonylamino,

8) amino,

9) a hydroxyl group and

10) oxetane, tetrahydrofuran or tetrahydropyran optionally
substituted with C1-C10 alkyl;

R,; represents a C1-C10 alkyl group;

R, is aryl, or C1-C10 alkyl optionally substituted with a
halogen atom(s);

R, is selected from:

1) aryl optionally substituted with a group(s) independently
selected from a halogen atom, C1-C10 alkyl and C1-C10
alkoxy,

2) C1-C10 alkoxy, wherein the alkyl group is optionally
substituted with aryl,

3) a hydroxyl group,

4) amino,

5) C1-C10 alkylamino,

6) hydroxycarbonyl,

7) heteroaryl optionally substituted with a group(s) indepen-
dently selected from C1-C10 alkyl and/or aryl, and

8) heteroaryloxy;

R, is selected from hydrogen or C1-C10 alkyl optionally
substituted with aryl;

R, is selected from hydrogen or C1-C10 alkyl optionally
substituted with aryl;

R,¢ and R,, may be bonded to form a ring selected from
azetidinyl, pyrrolidinyl, piperidinyl, piperazinyl and mor-
pholinyl, and the ring is optionally substituted with a group
(s) selected independently of each other from C1-C10 alkyl
and a halogen atom;

R;, is selected from a hydroxyl group, C1-C10 alkoxy and
—NR:1R33
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R;, and R, are independently selected from:

1) hydrogen,

2) C1-C10 alkyl optionally substituted with aryl and

3) aryl;

R;, and R;, may be bonded to form a ring selected from
azetidinyl, pyrrolidinyl, piperidinyl, piperazinyl and mor-
pholinyl, and the ring is optionally substituted with a
group(s) selected independently of each other from C1-C10
alkyl, a halogen atom and C1-C10 alkoxycarbonyl; and R;;
and R;, are independently selected from:

1) hydrogen and

2) C1-C10 alkyl], or a pharmacologically acceptable salt
thereof;

or

a compound represented by the following general formula

2

@

e Rs3
BN Ny
)\ N_S\ R
U SN |+/)n o//\O °

[wherein W, Y, m, n, R,, R5, Rq, R, Ry, Rig, Rig, Rog, Ry
Rs;;, Ry, and R, are as defined for the formula (1);

U represents a bond, C1-C10 alkylene or any group selected
from groups represented by the following formula:

* (Imidazolone side) ;

A
i (Z side)

A is selected from O, NH and CH,;
R, 1s selected from hydrogen or R,;
T is selected from aryl and heteroaryl;
V is selected from:

(T side) = 0 (T side) *

YO (T side) *\N/R7
N
N
(Zside) * Ry (Z side) */QE) (Z side) = 0
O

T side) » (T side) *
(Tsidel = JJ\ o

N Ry |

(Z side) l (Zside) *

E is a 4- to 7-membered heterocycle optionally containing
an additional element(s) or group(s) selected from O, N, S,
SO and SO,, and the heterocycle is optionally substituted
with a group(s) selected from:

1) hydrogen,

2) a halogen atom,
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14
3) C1-C10 alkyl optionally having a group(s) independently
selected from C1-C10 alkylamino, a halogen atom and a
hydroxyl group,
4) a hydroxyl group,
5) C1-C10 alkoxy optionally substituted with a group(s)
independently selected from a halogen atom, a hydroxyl
group, amino and C1-C10 alkylamino,
6) aryl optionally substituted with a group(s) independently
selected from a halogen atom, a hydroxyl group, amino and
C1-C10 alkylamino,
7) C1-C10 heteroalkyl optionally substituted with a group(s)
independently selected from a halogen atom, a hydroxyl
group, amino and C1-C10 alkylamino,
8) a heterocycle optionally substituted with C1-C10 alkyl,
9) heteroaryl optionally substituted with C1-C10 alkyl,
10) heterocyclyl C1-C10 alkyl,

11) —COR, .
12) —NR,,R,, and
13) —SO,R,,:

Z is a divalent group selected from:

1) C1-C10 alkylene or C1-C10 heteroalkylene optionally
substituted with a halogen atom(s) and/or a hydroxyl group
(s), wherein the carbon atom(s) may be oxidized to form
carbonyl;

2) C2-C10 alkenylene or C2-C10 heteroalkenylene option-
ally substituted with a halogen atom(s) and/or a hydroxyl
group(s), wherein the carbon atom(s) may be oxidized to
form carbonyl; and

3) a group selected from:

N i

e G—N [ —)

(U side) W—J—* (U side) N—J—*
0 (V side) Rus (V side)
O
(U side) (V side)

Rys

G is a divalent group selected from:
1) C1-C10 alkylene or C1-C10 heteroalkylene optionally
substituted with a halogen atom(s); and
2) C2-C10 alkenylene or C2-C10 heteroalkenylene option-
ally substituted with a halogen atom(s);
J is a divalent group selected from:
1) C1-C10 alkylene or C1-C10 heteroalkylene optionally
substituted with a halogen atom(s); and
2) C2-C10 alkenylene or C2-C10 heteroalkenylene option-
ally substituted with a halogen atom(s);
B is selected from a heterocycle or heteroaryl; and
R,s is selected from hydrogen or C1-C10 alkyl], or a
pharmacologically acceptable salt thereof.
(2]

The compound or a pharmacologically acceptable salt
thereof according to [1], wherein
W is selected from:
1) a single bond,
2) C1-C10 alkylene optionally containing a carbonyl group,
wherein the alkylene is optionally substituted with a halogen
atom(s) or hydroxy,
3) C2-C10 alkenylene optionally substituted with a halogen
atom(s),
4) C2-C10 alkynylene,
5) arylene,
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6) heteroarylene,
7) —NH—, —NHCH,— or —NHCH,CH,—,
8) cycloalkylene and
9) -(cycloalkylene)-CH,—;
X is selected from the following bond or groups:
1) a single bond,
2) C1-C10 alkylene optionally substituted with cycloalkyl,
3) C2-C10 alkenylene,
4) C2-C10 alkynylene and
5) C1-C10 oxyalkylene;
R, is selected from:
1) hydrogen,
2) cycloalkyl optionally substituted with a group selected
from R,
3) a heterocycle optionally substituted with a group(s)
selected from R,5 and R,
4) aryl optionally substituted with a group(s) selected from
R;, Ry, Ry and Ry and
5) heteroaryl optionally substituted with a group(s) selected
from R,;, R, and Ry;
R, is selected from:
1) hydrogen,
2) C1-C10 alkyl optionally substituted with a group(s)
independently selected from R,
3) cycloalkyl optionally substituted with a halogen atom(s)
or a hydroxyl group(s),
4) a heterocycle optionally substituted with a group(s)
selected from C1-C10 alkyl, C1-C10 alkylcarbonyl, C1-C10
alkoxy, C1-C10 alkoxycarbonyl, amino and a halogen atom,
5) C1-C10 heteroalkyl optionally substituted with a group(s)
selected from a halogen atom and a hydroxyl group,
6) heteroaryl optionally substituted with a group(s) indepen-
dently selected from C1-C10 alkyl, C1-C10 alkylcarbonyl,
C1-C10 alkoxycarbonyl and a halogen atom and
7) cycloalkenyl optionally substituted with a group(s)
selected from C1-C10 alkoxy, C1-C10 alkylamino, amino, 1
to 3 hydroxyl groups and 1 to 4 halogen atoms, wherein the
cycloalkenyl optionally contains a carbonyl group;
R, is selected from:
1) hydrogen and
2) C1-C10 alkyl optionally substituted with a group(s)
independently selected from a halogen atom, a hydroxyl
group and aryl;
R, and R,, may be bonded to form a 4- to 7-membered
heterocycle optionally containing an additional element(s)
or group(s) independently selected from N, O, S, SO, SO,,
carbonyl and thiocarbonyl, and the heterocycle is optionally
substituted with a substituent(s) independently selected from
Ros
R,, is selected from:
1) a halogen atom,
2) C1-C10 alkyl optionally substituted with a group(s)
independently selected from C1-C10 alkylamino and
C1-C10 alkylcarbonylamino,
3) C1-C10 haloalkyl,
4) a hydroxyl group,
5) C1-C10 hydroxyalkyl,
6) C1-C10 alkoxy optionally substituted with a group(s)
independently selected from a halogen atom, a hydroxyl
group, amino and C1-C10 alkylamino,
7) aryl optionally substituted with a group(s) selected from
a halogen atom, a hydroxyl group, amino and C1-C10
alkylamino,
8) C1-C10 heteroalkyl optionally substituted with 1 to 2
groups selected from a halogen atom, a hydroxyl group,
amino and C1-C10 alkylamino,
9) —COR,¢ and
10) —NRoR50;
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R, is selected from:
1) C1-C10 alkyl optionally substituted with 1 to 3 substitu-
ents independently selected from:

1) a hydroxyl group,

i) —NR /R,

iii) a C1-C10 alkoxy group,

iv) a halogen atom,

v) C1-C10 alkoxycarbonyl and

vi) aminocarbonyl,
2) aryl,
3) aryl C1-C10 alkyl,
4) cycloalkyl optionally substituted with a halogen atom(s),
5) a heterocycle optionally substituted with C1-C10 alkyl,
6) C1-C10 alkoxy, wherein the alkyl group is optionally
substituted with a group(s) independently selected from
C1-C10 alkylcarbonylamino, amino, C1-C10 alkylamino
and a hydroxyl group,
7) amino,
8) C1-C10 alkylamino, wherein the alkyl group is optionally
substituted with a group(s) independently selected from
C1-C10 alkylcarbonylamino, amino, C1-C10 alkylamino,
hydroxycarbonyl and a hydroxyl group and
9) C2-C10 alkenyl; and
R;; and R, are hydrogen,
wherein R;, Ry, Rs, Rg, Ry, Ry7, Ry Rig, Ry, Ryz and Ry
are as defined in [1], respectively.
(3]

The compound or a pharmacologically acceptable salt
thereof according to [1] or [2], wherein
W is selected from:
1) a single bond,
2) C1-C10 alkylene optionally substituted with a halogen
atom(s),
3) C2-C10 alkenylene,
4) C2-C10 alkynylene and
5) heteroarylene,
X is selected from the following bond or groups:
1) a single bond,
2) C1-C10 alkylene,
3) C2-C10 alkenylene,
4) C2-C10 alkynylene and
5) C1-C10 oxyalkylene, wherein the oxyalkylene is bonded
to a 1,3,8-triaza-spiro[4.5]dec-1-en-4-one ring or a 1,3,8-
triaza-spiro[4.5]dec-1-ene-4-thione ring through a carbon
atom in the oxyalkylene;
R, is selected from:
1) aryl optionally substituted with a group(s) selected from
R;, R, and R, and
2) heteroaryl optionally substituted with a group(s) selected
from R,5 and R,;
R; is selected from:
1) —CONR,Rg,
2) —OR,,
3) —NR,R,,,
4) —N(R) COR,,,
5) —N(R,) SO,R, .
6) —SO.R,s,
7) C1-C10 alkyl optionally substituted with a group(s)
selected from —COR, 5 and —NR, ;R , and
8) —N(R,)CSNH,;
R, is selected from:
1) halogen,
2) cyano,
3) amino,
4) C1-C10 alkyl,
5) C1-C10 haloalkyl,
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6) C1-C10 alkoxy,
7) C1-C10 haloalkylcarbonyl,
8) —COR 4 and
9) C1-C10 heteroalkyl;
R, is selected from:
1) C1-C10 alkyl optionally substituted with a halogen
atom(s), wherein the alkyl group is optionally further sub-
stituted with a group selected from R,,,
2) C2-C10 alkenyl optionally substituted with a halogen
atom(s), wherein the alkenyl group is optionally further
substituted with a group selected from R,,,
3) C2-C10 alkynyl optionally substituted with a halogen
atom(s), wherein the alkynyl group is optionally further
substituted with a group selected from R,,,
4) cycloalkyl optionally substituted with a group(s) inde-
pendently selected from:

i) a halogen atom,

i1) C2-C10 alkenyl or C1-C10 alkyl,

iii) aryl optionally substituted with a group(s) indepen-
dently selected from C1-C10 alkyl, a halogen atom and
C1-C10 alkoxy,

iv) cycloalkyl,

v) C2-C10 haloalkenyl or C1-C10 haloalkyl,

vi) C1-C10 alkylidene, wherein the alkylidene is bonded
to the cycloalkyl by a double bond and the alkylidene is
optionally substituted with a halogen atom(s),

vii) C1-C10 alkoxy optionally substituted with a halogen
atom(s),

viii) C1-C10 alkyl substituted with C1-C10 alkoxy,
wherein the alkyl and/or the alkyl in the alkoxy is optionally
substituted with a halogen atom(s),

ix) C2-C10 alkynyl and

X) —Si(Ra43)s,

5) a heterocycle, wherein the heterocycle is optionally
substituted with a group(s) selected from:

i) a C1-C10 alkyl group,

ii) C1-C10 alkylcarbonyl, wherein the alkyl group is
optionally substituted with R,

iii) arylcarbonyl, wherein the aryl group is optionally
substituted with a group(s) independently selected from a
halogen atom, C1-C10 alkyl and C1-C10 alkoxy,

iv) heteroarylcarbonyl,

v) C1-C10 alkoxycarbonyl, wherein the alkyl group is
optionally substituted with a group(s) independently
selected from a halogen atom, aryl and C1-C10 alkoxy,

vi) aryloxycarbonyl, wherein the aryl group is optionally
substituted with a halogen atom(s) and/or C1-C10 alkyl,

vii) —CONR,4R,, and

viii)) —SO,R,;,

6) aryl optionally substituted with a group(s) independently
selected from R,,,

7) heteroaryl optionally substituted with any of the follow-
ing groups:

1) C1-C10 alkyl,

8) C1-C10 alkoxy optionally substituted with a halogen
atom(s), wherein the alkoxy group is optionally further
substituted with a group selected from R,

9) —S(0),(R,5 (wherein q is an integer of 0 to 2) and

10) cycloalkenyl optionally substituted with C1-C10 alkyl,
R,, is selected from:

1) a halogen atom,

2) cyano,

3) C1-C10 alkyl optionally substituted with any of the
following groups:

i) a hydroxyl group,

ii) —ORss,
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iii) cyano and

iv) aryloxy optionally substituted with a group(s) selected
from a halogen atom, C1-C10 alkyl, C1-C10 haloalkyl or
C1-C10 haloalkoxy,
4) C1-C10 haloalkyl,
5) cycloalkyl optionally substituted with a group(s) selected
from a halogen atom and C1-C10 haloalkyl,
6) C1-C10 alkoxy optionally substituted with a halogen
atom(s) or a C2-C6 alkenyl group,
7) —COR,,
8) C1-C10 heteroalkyl optionally substituted with a halogen
atom(s),
9) aryl optionally substituted with a group(s) independently
selected from:

i) C1-C10 alkyl and

ii) aryl,
10) heteroaryl optionally substituted with a C1-C10 alkyl
group(s),
11) —SO,R.,
12) C1-C10 alkylthio optionally substituted with a halogen
atom(s),
13) —Si(R,3); and
14) —SF; and
R, is selected from:
1) aryl optionally substituted with a group(s) independently
selected from a halogen atom, C1-C10 alkyl and C1-C10
alkoxy,
2) C1-C10 alkoxy, wherein the alkyl group is optionally
substituted with aryl,
3) heteroaryl optionally substituted with a group(s) indepen-
dently selected from C1-C10 alkyl and aryl and
4) heteroaryloxy,
wherein Rs, R;, Rg, Ro, Ry, Ryys Ryp Rygy Ry Rys, Ry,
R,;5 Ry, Rogs Rasy Rogy R0, Ry, and R, 5 are as defined in
[1] or [2] from which [3] depends, respectively.
[4]

The compound or a pharmacologically acceptable salt
thereof according to any of [1] to [3], wherein
W is selected from:
1) C1-C6 alkylene optionally substituted with a fluorine
atom(s),
2) C1-C6 alkenylene and
3) thiophene,
X is selected from the following bond or groups:
1) a single bond,
2) C1-C6 alkylene and
3) C1-C6 oxyalkylene optionally substituted with a halogen
atom(s), wherein the oxyalkylene is bonded to a 1,3,8-triaza-
spiro[4.5]dec-1-en-4-one ring or a 1,3,8-triaza-spiro[4.5]
dec-1-ene-4-thione ring through a carbon atom in the oxy-
alkylene;
Y represents an oxygen atom;
m represents 1; and
n represents 1.
(3]

The compound or a pharmacologically acceptable salt
thereof according to any of [1] to [4], wherein
W is selected from:
1) ethylene,
2) vinylene and
3) thiophene,
X represents a single bond;
R, is selected from:
1) —CONR/Rq,
2) —OR,,
3) —NR,R,,,
4) —N(R,) CORj,,
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5) —N(R,) SO,R, .
6) —SO,R,5 and
7) C1-C6 alkyl optionally substituted with a group(s)
selected from —COR |4 and —NR ;R ,;
R, is selected from:
1) C1-C10 alkyl optionally substituted with a halogen
atom(s), wherein the alkyl group is optionally further sub-
stituted with a group selected from R,,,
2) C2-C10 alkenyl optionally substituted with a halogen
atom(s), wherein the alkenyl group is optionally further
substituted with a group selected from R,,,
3) C2-C10 alkynyl optionally substituted with a halogen
atom(s), wherein the alkynyl group is optionally further
substituted with a group selected from R,,,
4) cycloalkyl optionally substituted with a group(s) inde-
pendently selected from:

i) a halogen atom,

i1) C2-C6 alkenyl or C1-C6 alkyl,

iii) aryl optionally substituted with a group(s) indepen-
dently selected from C1-C6 alkyl, a halogen atom, C1-C6
alkoxy, C1-C6 alkylamino and C1-C6 alkylcarbonyl,

iv) cycloalkyl,

v) C2-C6 haloalkenyl or C1-C6 haloalkyl,

vi) C1-C6 alkylidene, wherein the alkylidene is bonded to
the cycloalkyl by a double bond and the alkylidene is
optionally substituted with a halogen atom(s),

vii) C1-C6 alkoxy optionally substituted with a halogen
atom(s),

viil) C1-C6 alkyl substituted with C1-C6 alkoxy, wherein
the alkyl and/or the alkyl in the alkoxy is optionally substi-
tuted with halogen,

ix) C2-C6 alkynyl and

X) —Si(Ra43)s,

5) a group represented by the following general formula (B)

®)
Ra

(wherein Ra represents a group selected from:

1) C1-C6 alkylcarbonyl, wherein the alkyl group is option-
ally substituted with R,

ii) arylcarbonyl, wherein the aryl group is optionally
substituted with a group(s) independently selected from a
halogen atom, C1-C6 alkyl and C1-C6 alkoxy,

iii) C1-C6 alkoxycarbonyl, wherein the alkyl group is
optionally substituted with a group(s) selected from a halo-
gen atom, aryl and C1-C6 alkoxy,

iv) aryloxycarbonyl, wherein the aryl group is optionally
substituted with a halogen atom(s) or C1-C6 alkyl,

v) —CONR¢R,, and

vi) —SO.R,)),

6) aryl optionally substituted with a group(s) independently
selected from R,,,

7) heteroaryl optionally substituted with any of the follow-
ing groups:

i) a halogen atom,

i1) C1-C6 alkyl and

iii) C1-C6 alkoxy;

8) C1-C6 alkoxy optionally substituted with a halogen
atom(s), wherein the alkoxy group is optionally further
substituted with a group selected from R,

9) —S(O),R,; (wherein q is an integer of 0 to 2) and
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10) cycloalkenyl optionally substituted with C1-C6 alkyl;
and
R, is selected from:
1) a halogen atom,
2) cyano,
3) C1-C6 alkyl optionally substituted with any of the fol-
lowing groups:

1) a hydroxyl group,

ii) —ORss,

iii) cyano and

iv) aryloxy optionally substituted with a group(s) selected
from a halogen atom, C1-C6 alkyl, C1-C6 haloalkyl or
C1-C6 haloalkoxy,
4) C1-C6 haloalkyl,
5) cycloalkyl optionally substituted with a group(s) selected
from a halogen atom and C1-C6 haloalkyl,
6) C1-C6 alkoxy optionally substituted with a halogen
atom(s),
7) —CORs,,
8) C1-C6 heteroalkyl optionally substituted with a halogen
atom(s),
9) aryl optionally substituted with a group(s) independently
selected from:

i) C1-C6 alkyl and

ii) aryl,
10) heteroaryl optionally substituted with a C1-C6 alkyl
group(s),
11) —SO,R,;,
12) C1-C6 alkylthio optionally substituted with a halogen
atom(s),
13) —Si(R,3); and
14) —SFq,
wherein R, Rg. Ro. Ry, Ry Rins Riz Ris Rys. Ry Ry,
R,6, Ra7s Rogs Rags Rsg, Ry, and R, are as defined in [1] to
[4] from which [5] depends, respectively.
(6]

The compound or a pharmacologically acceptable salt
thereof according to [3], wherein R, is a group represented
by the following general formula (3):

&)

R4

wherein R, R, and R, are as defined for R;, R, and R5 in [3].
(7]

The compound or a pharmacologically acceptable salt
thereof according to [3], wherein R, is a group represented
by the following general formula (4):

@)

wherein R, and R, are as defined for R, and R, in [3].
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(8]

The compound or a pharmacologically acceptable salt
thereof according to [5], wherein R, is a group represented
by the following general formula (3):

3
Rs

R4

wherein R, R, and R; are as defined for R,, R, and R5 in [5].
(91

The compound or a pharmacologically acceptable salt
thereof according to [5], wherein R, is a group represented
by the following general formula (4):

Q)

wherein R, and R, are as defined for R, and R, in [5].
[10]

Compounds of Compound Nos. (1) to (1446) described
herein or pharmacologically acceptable salts thereof.
[11]

The compound or a pharmacologically acceptable salt
thereof according to any of [1] to [5], wherein U represents
C1-C6 alkylene or any group selected from groups repre-
sented by the following formula:

« (Imidazolone side);

A (Z side)
*

Ais O

R,s is selected from hydrogen, C1-C10 alkyl, C1-C10
haloalkyl and C1-C10 hydroxyalkyl;

V is selected from:

(Tside) 0 (T side) 0
N N
@side) »~ g, (Z side) /@)
%
(T side) Ro:
T
\N/

(Z side) */Ko
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E is pyrrolidine or piperidine optionally substituted with a
hydroxyl group(s); and
R, is selected from:

1) hydrogen,

2) C1-C10 alkyl and

3) C1-C10 hydroxyalkyl.

[12]

A pharmaceutical composition comprising the compound
or a pharmacologically acceptable salt thereof according to
any of [1] to [11] as an active ingredient.

[13]

A pharmaceutical composition for activating intracellular
cAMP response, comprising the compound or a pharmaco-
logically acceptable salt thereof according to any of [1] to
[11] as an active ingredient.

[14]
A prophylactic or therapeutic agent for osteoporosis,
fracture, osteomalacia, arthritis, thrombocytopenia,

hypoparathyroidism, hyperphosphatemia or tumoral calci-
nosis, or a stem cell mobilizing agent, comprising the
compound or a pharmacologically acceptable salt thereof
according to any of [1] to [11] as an active ingredient.
[15]

A method for the prevention or treatment of osteoporosis,
fracture, osteomalacia, arthritis, thrombocytopenia,
hypoparathyroidism, hyperphosphatemia or tumoral calci-
nosis, or stem cell mobilization, comprising administering a
pharmaceutically effective amount of a composition com-
prising the compound or a pharmacologically acceptable salt
thereof according to any of [1] to [11] to a patient in need of
prevention or treatment of the disease or stem cell mobili-
zation.

[16]

Use of the compound or a pharmacologically acceptable
salt thereof according to any of [1] to [11] for the manu-
facture of a prophylactic or therapeutic agent for osteopo-
rosis, fracture, osteomalacia, arthritis, thrombocytopenia,
hypoparathyroidism, hyperphosphatemia or tumoral calci-
nosis, or a stem cell mobilizing agent.

(17

The compound or a pharmacologically acceptable salt
thereof according to any of [1] to [11] for the treatment or
prevention of osteoporosis, fracture, osteomalacia, arthritis,
thrombocytopenia, hypoparathyroidism, hyperphos-
phatemia or tumoral calcinosis, or stem cell mobilization.

In the description of each claim, a substituent not par-
ticularly defined is as defined for the same substituent in
another claim from which the claim depends.

In the present specification and claims translated into
languages such as English, description with indefinite
articles (e.g., “a”, “an” in English), definite articles (e.g.,
“the” in English) and the like includes singular and plural
aspects unless otherwise defined. For example, “a group” in
English includes one or more groups.

Advantageous Effects of Invention

The compounds or pharmacologically acceptable salts
thereof according to the present invention have a parathyroid
hormone-like effect involving bone anabolism which can
considerably improve the compliance of patients as com-
pared with parathyroid hormone peptide agonists.

DESCRIPTION OF EMBODIMENTS

The present invention relates to spiroimidazolone deriva-
tives and use thereof. The present inventors have synthe-
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sized a compound represented by the above formula (1) or
(2) or a pharmacologically acceptable salt thereof for the
first time and have found that the compound or a salt thereof
is a compound having a parathyroid hormone (PTH)-like
effect.

The “alkyl” herein refers to a monovalent group derived
by removing any one hydrogen atom from an aliphatic
hydrocarbon, and covers a subset of hydrocarbyl or hydro-
carbon group structures not containing a heteroatom or an
unsaturated carbon-carbon bond and containing hydrogen
and carbon atoms in the backbone. Examples of the alkyl
group include those of linear or branched structures. The
alkyl group is preferably an alkyl group having 1 to 10
carbon atoms (C1-C10; “Cp-Cq” hereinafter means that the
group has p to q carbon atoms), more preferably a C1-C6
alkyl group. In particular, it is preferably a C1-C3 alkyl
group in R;g and R5,, a C1-C3 alkyl group in R;, a C1-C3
alkyl group in R,,, a C1-C3 alkyl group in Ry, a C1-C3 alkyl
group in Ry, a C1-C3 alkyl group in R, a C1-C3 alkyl group
in R,; and R,;, a C1-C3 alkyl group in Ry, a C1-C3 alkyl
group in a substituent on a heterocycle where R, and R, are
bonded to each other to form the heterocycle or a substituent
on a spiro ring where the spiro ring is formed with the
heterocycle, a C1-C3 alkyl group in R, a C1-C5 alkyl
group in R,,, a C1-C3 alkyl group in R, a C1-C3 alkyl
group in a substituent on a heterocycle where R, and R ¢
are bonded to each other to form the heterocycle, a C1-C3
alkyl group in R,,, a C1-C3 alkyl group in R,,, a C1-C3
alkyl group in R, a C1-C4 alkyl group in Ry, a C1-C3 alkyl
group in R,;, a C1-C3 alkyl group in R,,, a C1-C3 alkyl
group in R,,, a C1-C4 alkyl group in R;;, a C1-C3 alkyl
group in R,,, a C1-C3 alkyl group in R,;, a C1-C4 alkyl
group in R,,, a C1-C3 alkyl group in a substituent on a
heterocycle where R ; and R, , are bonded to each other to
form the heterocycle, a C1-C3 alkyl group in R 5, a C1-C4
alkyl group in R;s, a C1-C3 alkyl group in R;4, a C1-C4
alkyl group in R,5, a C1-C13 alkyl group in R,, a C1-C5
alkyl group in R,,, a C1-C3 alkyl group in R,,, a C1-C3
alkyl group in R,;, a C1-C3 alkyl group in R,s, a C1-C3
alkyl group in R,, and a C1-C6 alkyl group in R,,.

Specific examples of the alkyl include a methyl group, an
ethyl group, an n-propyl group, an isopropyl group, an
n-butyl group, an isobutyl group, an s-butyl group, a t-butyl
group, a pentyl group, an isopentyl group, a 2,3-dimethyl-
propyl group, a 3,3-dimethylbutyl group, a hexyl group, a
2,3-dimethylhexyl group, a 1,1-dimethylpentyl group, a
heptyl group and an octyl group.

The “alkenyl” herein refers to a monovalent group having
at least one double bond (two adjacent SP2 carbon atoms).
Depending on the configuration of the double bond and the
substituent (if present), the geometry of the double bond can
be an entgegen (E) or zuzammen (Z) configuration or a cis
or trans configuration. Examples of the alkenyl group
include linear or branched groups, including straight chains
that include internal olefins. Preferred examples include
C2-C10 alkenyl groups, and more preferred examples
include C2-C6 alkenyl groups. In particular, it is preferably
a C2-CS5 alkenyl group in R, and a C1-C9 alkenyl group in
R,.

Specific examples of such alkenyl include a vinyl group,
an allyl group, a 1-propenyl group, a 2-propenyl group, a
1-butenyl group, a 2-butenyl group (including cis and trans),
a 3-butenyl group, a pentenyl group and a hexenyl group.

The “alkyny!” herein refers to a monovalent group having
at least one triple bond (two adjacent SP carbon atoms).
Examples include linear or branched alkynyl groups, includ-
ing internal alkylenes. Preferred examples include C2-C10
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alkynyl groups, and more preferred examples include C2-C6
alkynyl groups. In particular, it is preferably a C2-C9
alkynyl group in R,.

Specific examples of the alkynyl include an ethynyl
group, a 1-propynyl group, a propargyl group, a 3-butynyl
group, a pentynyl group, a hexynyl group, a 3-phenyl-2-
propynyl group, a 3-(2'-fluorophenyl)-2-propynyl group, a
2-hydroxy-2-propynyl group, a 3-(3-fluorophenyl)-2-propy-
nyl group and a 3-methyl-(5-phenyl)-4-pentynyl group.

The alkenyl or alkynyl can have one or more double
bonds or triple bonds, respectively.

The “cycloalkyl” herein refers to a saturated cyclic mon-
ovalent aliphatic hydrocarbon group and includes single
rings, fused rings, bicyclo rings and spiro rings. Preferred
examples include C3-C10 cycloalkyl groups. Specific
examples of the cycloalkyl group include a cyclopropyl
group, a cyclobutyl group, a cyclopentyl group, a cyclohexyl
group, a cycloheptyl group, a cyclooctyl group and a bicyclo
[2.2.1]hepty] group.

The “cycloalkenyl” herein refers to a cyclic aliphatic
hydrocarbon group having at least one double bond and
includes single rings, fused rings, bicyclo rings and spiro
rings. Preferred examples include C3-C10 cycloalkynyl
groups, and more preferred examples include C3-C6 alkenyl
groups. It is preferably C3-C5 cycloalkenyl in R,. Specific
examples of the cycloalkenyl group include a cyclopropenyl
group, a cyclobutenyl group, a cyclopentenyl group, a
cyclohexenyl group, a cycloheptenyl group, a cyclooctenyl
group and a tetralinyl group.

The “heteroatom” herein refers to a nitrogen atom (N), an
oxygen atom (O) or a sulfur atom (S).

The “halogen atom” herein refers to a fluorine atom, a
chlorine atom, a bromine atom or an iodine atom.

The “haloalky]” herein represents a group in which pref-
erably 1 to 9, more preferably 1 to 5, of the same or different
above “halogen atoms” are bonded to the above “alkyl”. The
haloalkyl is preferably C1-C10 haloalkyl, more preferably
C1-C6 haloalkyl. In particular, it is preferably C1-C3
haloalkyl in R, and C1-C3 haloalkyl in R,,.

Specific examples include a fluoromethyl group, a difluo-
romethyl group and a trifluoromethyl group.

The “haloalkenyl” herein represents a group in which
preferably 1 to 9, more preferably 1 to 5, of the same or
different above “halogen atoms™ are bonded to the above
“alkenyl”.

The “alkylcarbonyl” herein refers to a carbonyl group to
which the above-defined “alkyl” is bonded, and is preferably
C1-C10 alkylcarbonyl, more preferably C1-C6 alkylcarbo-
nyl. In particular, it is preferably C1-C3 alkylcarbonyl in R,
and R,;, C1-C3 alkylcarbonyl in R, C1-C3 alkylcarbonyl
in Rg, C1-C3 alkylcarbonyl in R,;, C1-C3 alkylcarbonyl in
R,,, C1-C3 alkylcarbonyl in R;5 and C1-CS5 alkylcarbonyl
in R,.

The “Cn-Cm alkylcarbonyl” herein means that the alkyl
therein is a “Cn-Cm” alkyl in terms of the number of carbon
atoms. Hereinafter, the same applies to a group containing
“alkylcarbonyl”.

Specific examples include an acetyl group, an ethylcar-
bonyl group, a 1-propylcarbonyl group, a 2-propylcarbonyl
group and a 2,2-dimethylpropylcarbonyl group.

The “haloalkylcarbonyl” herein refers to a carbonyl group
to which the above-defined “haloalkyl” is bonded. The
haloalkylcarbonyl is preferably C1-C10 haloalkylcarbonyl,
more preferably C1-C6 haloalkylcarbonyl. In particular, it is
preferably C1-C3 haloalkylcarbonyl in R,.

The “cycloalkylcarbonyl” herein refers to a carbonyl
group to which the above-defined “cycloalkyl” is bonded.
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The “alkenylcarbonyl” herein refers to a carbonyl group
to which the above-defined “alkenyl” is bonded, and is
preferably C2-C10 alkenyl, more preferably C2-C6 alkenyl-
carbonyl. In particular, it is preferably C2-C3 alkenylcarbo-
nyl in R,.

The “Cn-Cm alkenylcarbonyl” herein means that it
includes an alkenyl having “Cn-Cm” carbon atoms. Here-
inafter, the same applies to a group containing “alkenylcar-
bonyl”.

The “alkoxy” herein refers to an oxy group to which the
above-defined “alkyl” is bonded, and is preferably a C1-C10
alkoxy group, more preferably a C1-C6 alkoxy group. In
particular, it is preferably a C1-C3 alkoxy group in R;,, a
C1-C3 alkoxy group in R;, a C1-C3 alkoxy group in R,, a
C1-C3 alkoxy group in Ry, a C1-C3 alkoxy group in R, a
C1-C3 alkoxy group in a substituent on a heterocycle where
R, and R are bonded to each other to form the heterocycle,
a C1-C4 alkoxy group in R, 4, a C1-C3 alkoxy group in R,
a C1-C3 alkoxy group in R, a C1-C4 alkoxy group in R,
and a C1-C4 alkoxy group in R, .. Specific examples include
a methoxy group, an ethoxy group, a 1-propoxy group, a
2-propoxy group, an n-butoxy group, an i-butoxy group, a
sec-butoxy group, a t-butoxy group, a 1-pentyloxy group, a
2-pentyloxy group, a 3-pentyloxy group, a 2-methyl-1-
butyloxy group, a 3-methyl-1-butyloxy group, a 2-methyl-
2-butyloxy group, a 3-methyl-2-butyloxy group, a 2,2-dim-
ethyl-1-propyloxy group, a 1-hexyloxy group, a 2-hexyloxy
group, a 3-hexyloxy group, a 2-methyl-1-pentyloxy group, a
3-methyl-1-pentyloxy group, a 4-methyl-1-pentyloxy group,
a 2-methyl-2-pentyloxy group, a 3-methyl-2-pentyloxy
group, a 4-methyl-2-pentyloxy group, a 2-methyl-3-penty-
loxy group, a 3-methyl-3-pentyloxy group, a 2,3-dimethyl-
1-butyloxy group, a 3,3-dimethyl-1-butyloxy group, a 2,2-
dimethyl-1-butyloxy group, a 2-ethyl-1-butyloxy group, a
3,3-dimethyl-2-butyloxy group, a 2,3-dimethyl-2-butyloxy
group and a 1-methyl-cyclopropylmethoxy group.

The “alkylcarbonyloxy” herein refers to an oxy group to
which the above-defined “alkylcarbonyl” is bonded, and is
preferably a C1-C10 alkylcarbonyloxy group, more prefer-
ably a C1-C6 alkylcarbonyloxy group. In particular, it is
preferably a C1-C3 alkylcarbonyloxy group in R,;.

The “alkoxycarbonyl” herein refers to a carbonyl group to
which the above-defined “alkoxy” is bonded. The alkoxy-
carbonyl is preferably C1-C10 alkoxycarbonyl, more pref-
erably C1-C6 alkoxycarbonyl. It is preferably C1-C3
alkoxycarbonyl in R,, C1-C3 alkoxycarbonyl in R, 4, C1-C4
alkoxycarbonyl in R 5, C1-C4 alkoxycarbonyl in Ry, C1-C3
alkoxycarbonyl in R,;, C1-C3 alkoxycarbonyl in R,
C1-C4 alkoxycarbonyl in R 5, C1-C5 alkoxycarbonyl in R,
and C1-C3 alkoxycarbonyl in R,,. Examples include
—CO,tBu (t-butoxycarbonyl) and —CO,Me (methoxycar-
bonyl).

The “Cn-Cm alkoxycarbonyl” herein means that the alkyl
in the alkoxy is a “Cn-Cm” alkyl in terms of the number of
carbon atoms. Hereinafter, the same applies to a group
containing “alkoxycarbonyl”.

The “heteroalkyl” herein refers to a group containing
preferably 1 to 5 heteroatoms in the above-defined “alkyl”
backbone and is preferably C1-C10 heteroalkyl, more pref-
erably C1-C6 heteroalkyl. In particular, it is preferably
C1-CS5 heteroalkyl in Ry, C1-C5 heteroalkyl in R;; and
C1-C6 heteroalkyl in R,5. Examples include —CH,OCH,,
—CH,OCH,CH,;, —CH(Me) OCH; and —CH,CH,NMe,.

The “heteroalkenyl” herein refers to a group containing
preferably 1 to 5 heteroatoms in the above-defined “alkenyl”
backbone.
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The “alkylene” herein refers to a divalent group having a
basic skeleton represented by —(CH,)n- (preferably n=1 to
10), and may contain a branched chain. Specific examples
include C1-CS5 alkylene (n=1 to 5). More specific examples
include a methylene group, a dimethylmethylene group, an
ethylene group, a propylene group, a butylene group and a
pentamethylene group. In particular, it is preferably C2-C5
alkylene in W, C1-C9 alkylene in X, C1-C10 alkylene in U,
C1-C10 alkylene in Z and C1-C5 alkylene in G.

The “alkylidene” herein refers to a divalent group pro-
duced by removing two hydrogen atoms from the same
carbon atom of a ring, the free valencies of which are part
of'a double bond. The geometry of the double bond can be
an entgegen (E) or zuzammen (Z) configuration or a cis or
trans configuration. Examples of the alkylidene include
linear or branched groups. Preferred examples include
C1-C10 alkylidene, and more preferred examples include
C1-C6 alkylidene. In particular, it is preferably C1-C4
alkylidene in R,. Specific examples include methylene
(—CH,), ethylidene (—CHCH,), isopropylidene (—C
(CH,;),) and propylidene (—CHCH,CH,).

The “alkenylene” herein refers to a divalent group having
at least one double bond (two adjacent SP2 carbon atoms).
Depending on the configuration of the double bond and the
substituent (if present), the geometry of the double bond can
be an entgegen (F) or zuzammen (7) configuration or a cis
or trans configuration. Examples of the alkenylene include
linear or branched groups. Preferred examples include
C2-C10 alkenylene, and more preferred examples include
C2-C6 alkenylene. Specific examples include a vinylene
group, a 1-propenylene group, a 1-butenylene group and a
1-pentenylene group. In particular, it is preferably C2-C5
alkenylene in W, C2-C9 alkenylene in X, C2-C10 alk-
enylene in Z and C2-C5 alkenylene in G.

The “alkynylene” herein refers to a divalent group having
at least one triple bond (two adjacent SP carbon atoms).
Examples include linear or branched alkynylenes. Preferred
examples include C2-C10 alkynylene, and more preferred
examples include C2-C6 alkynylene. In particular, it is
preferably C2-CS5 alkynylene in W and C2-C9 alkynylene in
X.

The “cycloalkylene” herein refers to a saturated cyclic
divalent aliphatic hydrocarbon group and includes single
rings, bicyclo rings and spiro rings. Preferred examples
include C3-C10 cycloalkylene. Specific examples of the
cycloalkyl group include a cyclopropylene group, a cyclobu-
tylene group, a cyclopentylene group, a cyclohexylene
group, a cycloheptylene group, a cyclooctylene group and a
bicyclo[2.2.1]heptylene group.

The “oxyalkylene” herein refers to a divalent C1-C10
group in which one end of the above-defined alkylene is an
oxygen atom. Examples include —CH,0—, —C(Me),0—,
—CH,CH,0—, —CH,CH(Me)O— and —CH,C(Me),
O—. In X, the oxyalkylene is preferably bonded to a
1,3,8-triaza-spiro[4.5]dec-1-en-4-one ring or a 1,3,8-triaza-
spiro[4.5]dec-1-ene-4-thione ring through a carbon atom in
the oxyalkylene. In particular, it is preferably C1-C5 oxy-
alkylene in X.

The “heteroalkylene” herein refers to a divalent, prefer-
ably C1-C10, group containing preferably 1 to 5 heteroa-
toms in the above-defined “alkylene” backbone, and may
contain a  branched chain. Examples include
—CH,0OCH,—, —CH,OCH,CH,—, —CH(Me)OCH,—,
—CH,CH,NHCH,— and —CH,CH,N(Me)CH,—. In par-
ticular, it is preferably C2-CS5 heteroalkylene in W, C1-C8
heteroalkylene in Z and C1-C4 heteroalkylene in G.
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The “heteroalkenylene” herein refers to a divalent, pref-
erably C1-C10, group containing preferably 1 to 5 heteroa-
toms in the above-defined “alkenylene” backbone, and may
contain a branched chain. In particular, it is preferably
C2-C8 heteroalkenylene in 7.

The “aryl” herein refers to a monovalent aromatic hydro-
carbon ring, and may be partially saturated insofar as it is
aromatic. Preferred examples include C6-C10 aryl. Specific
examples of the aryl include a phenyl group, a naphthyl
group (e.g., a 1-naphthyl group, a 2-naphthyl group) and a
tetrahydronaphthyl group.

The “heteroaryl” herein refers to a monovalent group of
an aromatic ring containing preferably 1 to 5 heteroatoms in
the ring-forming atoms, and may be partially saturated. The
saturated carbon atom(s) may be oxidized to form carbonyl.
The ring may be a single ring or two fused rings (e.g., a
bicyclic heteroaryl obtained by fusion with a benzene ring or
monocyclic heteroaryl ring). The number of the ring-form-
ing carbon atoms is preferably 1 to 10 (C1-C10 heteroaryl).

Specific examples of the heteroaryl include a furyl group,
a thienyl group, a pyrrolyl group, an imidazolyl group, a
pyrazolyl group, a triazolyl group, an isothiazolyl group, an
oxazolyl group, an isoxazolyl group, an oxadiazolyl group,
a thiadiazolyl group, a triazolyl group, a tetrazolyl group, a
pyridyl group, a pyrimidyl group, a pyridazinyl group, a
pyrazinyl group, a triazinyl group, a benzofuranyl group, a
benzothienyl group, a benzothiadiazolyl group, a benzothi-
azolyl group, a benzoxazolyl group, a benzoxadiazolyl
group, a benzimidazolyl group, an indolyl group, an isoin-
dolyl group, an indazolyl group, a quinolyl group, an iso-
quinolyl group, a cinnolinyl group, a quinazolinyl group, a
quinoxalinyl group, a benzodioxolyl group, an indolizinyl
group and an imidazopyridyl group.

The “arylene” herein refers to a divalent group derived by
further removing any one hydrogen atom from the above-
defined “aryl”. Preferred examples include C6-C10 arylene.
Specific examples include a 1,3-phenylene group and a
1,4-phenylene group.

The “heteroarylene” herein refers to a divalent group
derived by further removing any one hydrogen atom from
the above-defined “heteroaryl”. Specific examples include a
2,5-thiophenediyl group and a 2,6-pyridinediyl group.

The “heterocycle” herein refers to a C1-10 nonaromatic
cycloalkyl, wherein the cycloalkyl is a monovalent group
containing preferably 1 to 5 heteroatoms in the ring-forming
atoms, the cycloalkyl may have a double bond in the ring,
the carbon atom(s) may be oxidized to form carbonyl, the
heteroatoms may form an oxo group, and the cycloalkyl may
contain two fused rings. Specific examples of the hetero-
cycle include azetidinyl, pyrrolidinyl, piperidinyl, piperazi-
nyl, morpholinyl, oxazolidone, a 1,4-benzodioxanyl group,
a tetrahydropyranyl group, a 1,3-dioxolanyl group, a 1,3-
thiazolidinyl group, a hydantoyl group, a benzoxazolinonyl
group, a benzothiazolonyl group, a 2,4-(1H,3H)quinazolin-
edionyl group, an indolinyl group, an oxindolyl group, a
1,3-benzoxolyl group, an imidazolidinyl group, a pyrazo-
lidinyl group, an oxazolidinyl group, an isoxazolidinyl
group, a thiomorpholinyl group, a dihydrothiazolyl group,
an oxetanyl group, a 2-oxa-6-aza-spiro[3.3|heptanyl group,
a 1,23 4-tetrahydroquinolyl group, an imidazolidonyl
group, a pyrazolidonyl group, an oxazolidonyl group, a
succinimidyl group, a 2-azetidinoyl group, a 2-oxopiperazi-
nyl group, a 3,5-dioxomorpholinyl group, a 2-oxomorpholi-
nyl group, a 2,5-dehydrouracinyl group, a 2-pyrrolidonyl
group, a 2-piperidonyl group, a 4-piperidonyl group, a
3-isoxazolidone group, a 1,1,3-trioxo[1,2,5]thiadiazolidi-
none group, a 1,1-dioxo-1A°%thiomorphonyl group and an
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imidazolidine-2,4-dione group. In these groups, the carbon
atom(s) may be oxidized to form carbonyl, and the heteroa-
toms may have an oxo group.

The “heterocyclic carbonyl” herein refers to a carbonyl
group to which the above-defined “heterocycle” is bonded.

The “alkylamino” herein refers to an amino group to
which one or two of the above-defined “alkyl” groups are
bonded. Preferred examples include C1-C10 monoalky-
lamino and C1-C10 dialkylamino, and more preferred
examples include C1-C6 monoalkylamino and C1-C6
dialkylamino. Two alkyl groups in the dialkylamino may be
the same or different. In particular, it is preferably C1-C3
monoalkylamino or C1-C3 dialkylamino in R,, C1-C3
monoalkylamino or dialkylamino in a substituent on a
heterocycle where R, and Ry are bonded to each other to
form the heterocycle, C1-C3 monoalkylamino or C1-C3
dialkylamino in R4, C1-C3 monoalkylamino or C1-C3
dialkylamino C1-C3 monoalkylamino or C1-C3
dialkylamino C1-C3 monoalkylamino or C1-C3
dialkylamino C1-C3 monoalkylamino or C1-C3
dialkylamino C1-C3 monoalkylamino or C1-C3
dialkylamino C1-C3 monoalkylamino or C1-C3
dialkylamino R,,, C1-C3 monoalkylamino or C1-C3
dialkylamino in R, and C1-C3 monoalkylamino or C1-C3
dialkylamino in R;5. The “alkyl” in the alkylamino may
have the above-defined “aryl” as a substituent(s). Examples
of the alkylamino include —NHCH;, —N(CH,),,
—N(CH;) CH,CH; and —NHCH,Ph.

The “amino” herein refers to a monovalent group having
two hydrogen atoms on a nitrogen atom (a group represented
by —NH,).

The “arylalkyl” herein refers to a group in which any
hydrogen atom in the above-defined “alkyl” is replaced by
the above-defined “aryl”. Preferred examples of the arylal-
kyl include C6-C10 aryl C1-C10 alkyl. In particular, it is
preferably C6-C10 aryl C1-C3 alkyl in R,,, C6-C10 aryl
C1-C3 alkyl in R;5 and C6-C10 aryl C1-C3 alkyl in R,s.
Specific examples include a benzyl group, a phenethyl group
and a 3-phenyl-1-propyl group.

The “heterocyclic alkyl” herein refers to a group in which
any hydrogen atom in the above-defined “alkyl” is replaced
by the above-defined “heterocycle”. Specific examples
include a morpholin-4-yl-methyl group, a 2-(morpholin-4-
yDethyl group, a 4-hydroxy-piperidin-1-yl-methyl group, a
2-(4-hydroxy-piperidin-1-yl)ethyl group, a 4-methyl-piper-
azin-1-yl-methyl group and a 2-(4-methyl-piperazin-1-yl-)
ethyl group.

The “hydroxyalkyl” herein refers to a group in which any
hydrogen atom(s) in the above-defined “alkyl” is replaced
by preferably 1 to 4 hydroxyl groups, and it is preferably a
C1-C10 hydroxyalkyl group, more preferably a C1-C6
hydroxyalkyl group. In particular, it is preferably a C1-C4
hydroxyalkyl group in R,s. Specific examples include
hydroxymethyl, 2-hydroxyethyl, 3-hydroxypropyl and 2,3-
dihydroxypropyl.

The “alkylcarbonylamino™ herein refers to an amino
group to which one or two of the above-defined “alkylcar-
bonyl” groups are bonded. Preferred examples include
C1-C10 monoalkylcarbonylamino and C1-C10 dialkylcar-
bonylamino, and more preferred examples include C1-C6
monoalkylcarbonylamino and C1-C6  dialkylcarbo-
nylamino. Two alkyl groups in the dialkylcarbonylamino
may be the same or different. In particular, it is preferably
C1-C3 alkylcarbonylamino in R,,, C1-C3 alkylcarbo-
nylamino in R,, and C1-C3 alkylcarbonylamino in Rjs.
Examples include CH;CONH—.
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The “alkoxycarbonylamino™ herein refers to an amino
group to which one or two of the above-defined “alkoxy-
carbonyl” groups are bonded. Preferred examples include
C1-C10 monoalkoxycarbonylamino and C1-C10 dialkoxy-
carbonylamino. Two alkoxy groups in the dialkoxycarbo-
nylamino may be the same or different. In particular, it is
preferably C1-C4 monoalkoxycarbonyl or C1-C4 dialkoxy-
carbonylamino in R,,.

The “alkylaminocarbonyl” herein refers to a carbonyl
group to which the above-defined “alkylamino” is bonded,
and is preferably C1-C10 alkylaminocarbonyl, more pref-
erably C1-C6 alkylaminocarbonyl. In particular, it is pref-
erably C1-C3 alkylaminocarbonyl in R, ;. Examples include
CH;NHCO—.

The “Cn-Cm alkylaminocarbonyl” herein means that the
alkyl therein is a “Cn-Cm” alkyl in terms of the number of
carbon atoms. Hereinafter, the same applies to a group
containing “alkylaminocarbonyl”.

The “arylcarbonyl” herein refers to a carbonyl group to
which the above-defined “aryl” is bonded.

The “aryloxy” herein refers to an oxy group to which the
above-defined “aryl” is bonded.

The “aryloxycarbonyl” herein refers to a carbonyl group
to which the above-defined “aryloxy” is bonded.

The “heteroaryloxy” herein refers to an oxy group to
which the above-defined “heteroaryl” is bonded.

The “heteroarylcarbonyl” herein refers to a carbonyl
group to which the above-defined “heteroaryl” is bonded.

The “hydroxycarbonyl” herein refers to —CO,H(car-
boxyl).

The “aminocarbonyl” herein refers to a carbonyl group to
which the above-defined “amino” is bonded.

The “hydroxyalkylamino” herein refers to an amino group
to which one or two of the above-defined “hydroxyalkyl”
groups are bonded. Examples include mono(hydroxyalkyl)
amino and dithydroxyalkyl)amino. Two hydroxyalkyl
groups in the di(hydroxyalkyl)amino may be the same or
different. “—NHCH,— or —NHCH,CH,—" in W herein is
preferably bonded through the nitrogen atom to the sulfonyl
group in the formula (1).

The “hydroxyalkylaminoalkyl” herein refers to a group in
which any hydrogen atom in the above-defined “alkyl” is
replaced by the above-defined “hydroxyalkylamino”.

The “alkoxyalkyl” herein refers to a group in which any
hydrogen atom in the above-defined “alkyl” is replaced by
the above-defined “alkoxy”, and is preferably C1-C10
alkoxy-C1-C10 alkyl, more preferably C1-C6 alkoxy-C1-
C6 alkyl. In particular, it is preferably C1-C3 alkoxy-C1-C3
alkyl in a substituent on a heterocycle where R, and R, are
bonded to each other to form the heterocycle.

The “hydroxyalkyloxy” herein refers to a group in which
any hydrogen atom in the above-defined “alkoxy” is
replaced by a hydroxyl group, and is preferably C1-C10
hydroxyalkyloxy, more preferably C1-C6 hydroxyalkyloxy.

The “thiocarbonyl” herein refers to a group represented
by C=S.

The “alkylthio” herein refers to a thio group to which the
above-defined “alkyl” is bonded, and is preferably a C1-C10
alkylthio group, more preferably a C1-C6 alkylthio group.

The “B optionally substituted with A” herein denotes that
any hydrogen atom(s) in B may be replaced with any
number of As.

In the present invention, the number of substituents is not
limited unless otherwise indicated. For example, the number
of substituents may be 1to 7, 1to 4, 1 to 3, 1 to 2, or 1.

The “PTH-like effect” herein refers to activity of increas-
ing intracellular cAMP (¢ AMP: cyclic adenosine monophos-
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phate) by action on the PTH receptor or action on the signal
transduction pathway through the PTH receptor.

Herein, “*” in a chemical formula denotes a bonding
position.

The compounds according to the present invention,
whether free forms or pharmacologically acceptable salts,
are included in the present invention. Examples of such
“salts” include inorganic acid salts, organic acid salts, inor-
ganic base salts, organic base salts and acidic or basic amino
acid salts.

Preferred examples of the inorganic acid salts include
hydrochlorides, hydrobromides, sulfates, nitrates and phos-
phates. Preferred examples of the organic acid salts include
acetates, succinates, fumarates, maleates, tartrates, citrates,
lactates, stearates, benzoates, methanesulfonates and p-tolu-
enesulfonates.

Preferred examples of the inorganic base salts include
alkali metal salts such as sodium salts and potassium salts,
alkaline earth metal salts such as calcium salts and magne-
sium salts, aluminum salts and ammonium salts. Preferred
examples of the organic base salts include diethylamine
salts, diethanolamine salts, meglumine salts and N,N-diben-
zylethylenediamine salts.

Preferred examples of the acidic amino acid salts include
aspartates and glutamates. Preferred examples of the basic
amino acid salts include arginine salts, lysine salts and
ornithine salts.

The compounds of the present invention may absorb
moisture, have adsorbed water or form hydrates when left in
the air. Such hydrates are also included in the salts of the
present invention.

Further, the compounds I of the present invention may
absorb certain other solvents to form solvates. Such salts are
also encompassed in the present invention as salts of the
compounds of the formula (1) or (2).

Herein, a structural formula of a compound may represent
a certain isomer for the sake of convenience. However, the
compounds of the present invention include all isomers such
as geometric isomers, optical isomers based on asymmetric
carbons, stereoisomers and tautomers as well as mixtures of
these isomers which occur due to the structures of the
compounds, without being limited to the formulas described
for the sake of convenience, and may be either one of
isomers or a mixture thereof. Thus, the compounds of the
present invention may have an asymmetric carbon atom in
the molecule and may be present as optically active forms
and racemates, but the present invention is not limited to
either of them and includes both of them.

The present invention includes all isotopes of the com-
pounds represented by the formula (1) or (2). In the isotopes
of'the compounds of the present invention, at least one atom
is replaced by an atom having the same atomic number
(proton number) but having a different mass number (sum of
the number of protons and the number of neutrons).
Examples of the isotopes contained in the compounds of the
present invention include a hydrogen atom, a carbon atom,
a nitrogen atom, an oxygen atom, a phosphorus atom, a
sulfur atom, a fluorine atom and a chlorine atom, including
2H, 3H, 13C, 14C, 15N, 170, 180, 31P, 32P, 35S, 18F and
36Cl, respectively. In particular, radioisotopes that decay by
emitting radioactivity such as 3H and 14C are useful in body
tissue distribution tests for pharmaceuticals or compounds.
Stable isotopes do not decay, are almost equal in abundance
and do not emit radioactivity, and thus they can be used
safely. The isotopes of the compounds of the present inven-
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tion can be converted according to conventional methods by
substituting a reagent containing a corresponding isotope for
a reagent used for synthesis.

The compounds according to the present invention may
exhibit crystalline polymorphism, but are not particularly
limited to any one of these, but may be in any one of these
crystal forms or exist as a mixture of two or more crystal
forms.

The compounds according to the present invention
include prodrugs thereof. The prodrugs are derivatives of the
compounds of the present invention which have chemically
or metabolically decomposable groups and are converted
back to the original compounds after administration in vivo
to exhibit their original efficacy, including complexes not
formed with covalent bonds, and salts.

The compounds represented by the above formula (1) or
(2) according to the present invention are preferably as
follows.

W is preferably selected from:
1) a single bond,
2) C1-C10 alkylene optionally containing a carbonyl group,
wherein the alkylene is optionally substituted with a halogen
atom(s) and/or a hydroxyl group(s),
3) C2-C10 alkenylene optionally substituted with a halogen
atom(s),
4) C2-C10 alkynylene,
5) arylene optionally substituted with a halogen atom(s),
6) heteroarylene optionally substituted with a halogen
atom(s),
7) C1-C10 heteroalkylene optionally substituted with a
halogen atom(s),
8) —NH—, —NHCH,— or —NHCH,CH,—,
9) cycloalkylene and
10) -(cycloalkylene)-CH,—.

More preferably, the above W is selected from:
1) a single bond,
2) C1-C10 alkylene optionally containing a carbonyl group,
wherein the alkylene is optionally substituted with a halogen
atom(s) or hydroxy,
3) C2-C10 alkenylene optionally substituted with a halogen
atom(s),
4) C2-C10 alkynylene,
5) arylene,
6) heteroarylene,
7) —NH—, —NHCH,— or —NHCH,CH,—,
8) cycloalkylene and
9) ~(cycloalkylene)-CH,—.

Still more preferably, the above W is selected from:
1) a single bond,
2) C1-C10 alkylene optionally substituted with a halogen
atom(s),
3) C2-C10 alkenylene,
4) C2-C10 alkynylene and
5) heteroarylene.

Particularly preferably, the above W is selected from:

1) C1-C6 alkylene optionally substituted with a fluorine
atom(s),

2) C1-C6 alkenylene and

3) thiophene.

More particularly preferably, the above W is selected

from:

1) ethylene,

2) vinylene and
3) thiophene.
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The above X is preferably selected from the following
bond or groups:
1) a single bond,
2) C1-C10 alkylene optionally substituted with a halogen
atom(s) or cycloalkyl,
3) C2-C10 alkenylene optionally substituted with a halogen
atom(s),
4) C2-C10 alkynylene optionally substituted with a halogen
atom(s),
5) C1-10 oxyalkylene optionally substituted with a halogen
atom(s) and
6) —NR,,—

wherein R, is selected from:

i) a hydrogen atom and

ii) C1-C10 alkyl optionally substituted with a halogen
atom(s).

More preferably, the above X is selected from the fol-
lowing bond or groups:
1) a single bond,
2) C1-C10 alkylene optionally substituted with cycloalkyl,
3) C2-C10 alkenylene,
4) C2-C10 alkynylene and
5) C1-C10 oxyalkylene.

Still more preferably, the above X is selected from the
following bond or groups:
1) a single bond,
2) C1-C10 alkylene,
3) C2-C10 alkenylene,
4) C2-C10 alkynylene and
5) C1-C10 oxyalkylene, wherein the oxyalkylene is bonded
to a 1,3,8-triaza-spiro[4.5]dec-1-en-4-one ring or a 1,3,8-
triaza-spiro[4.5]dec-1-ene-4-thione ring through a carbon
atom in the oxyalkylene.

Particularly preferably, the above X is selected from the
following bond or groups:
1) a single bond,
2) C1-C6 alkylene and
3) C1-C6 oxyalkylene optionally substituted with a halogen
atom(s), wherein the oxyalkylene is bonded to a 1,3,8-triaza-
spiro[4.5]dec-1-en-4-one ring or a 1,3,8-triaza-spiro[4.5]
dec-1-ene-4-thione ring through a carbon atom in the oxy-
alkylene.

More particularly preferably, the above X is a single bond.

The above Y is preferably selected from:
1) an oxygen atom,
2) a sulfur atom and
3) =NR,,,
or4)Y is —NR;gR;, represented by the following formula
(A):

A)
Rsg
\N —R30;

N=
Ry )%
\X N

and can form tautomers;

R;, is selected from:

1) hydrogen,

2) hydroxy and

3) C1-C10 alkoxy; and

R, and R, are independently selected from hydrogen or
C1-C10 alkyl optionally substituted with cycloalkyl, or R;4
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and R, may be bonded to each other to form a ring selected
from the group consisting of azetidinyl, pyrrolidinyl, piper-
idinyl, piperazinyl and morpholinyl, and the ring is option-
ally substituted with C1-C10 alkyl.

More preferably, the above Y is an oxygen atom.

The above m is preferably an integer of 0 to 2, more
preferably 1.

The above n is preferably an integer of 0 to 2, more
preferably 1.

The above R, is preferably selected from:
1) hydrogen,
2) cycloalkyl optionally substituted with a group(s) selected
from R,, R5 and R,
3) a heterocycle optionally substituted with a group(s)
selected from R,s, R,, R and R,
4) aryl optionally substituted with a group(s) selected from
R;, R4, Rs and Ry and
5) heteroaryl optionally substituted with a group(s) selected
from R,5, R,, R5 and Rg.

More preferably, the above R, is selected from:
1) hydrogen,
2) cycloalkyl optionally substituted with a group selected
from R,
3) a heterocycle optionally substituted with a group(s)
selected from R,5 and R,
4) aryl optionally substituted with a group(s) selected from
R;, R4, Rs and Ry and
5) heteroaryl optionally substituted with a group(s) selected
from R,5, R, and R..

Still more preferably, the above R, is selected from:
1) aryl optionally substituted with a group(s) selected from
R;, R, and R, and
2) heteroaryl optionally substituted with a group(s) selected
from R,5 and R,.

Particularly preferably, the above R, is the following
general formula (3) or (4).

(©)

Q)

The above R, is preferably selected from:
1) —CONR_R,,
2) —OR,,
3) —NR,R,,
4) —N(R,) COR,,,
5) —N(R,) SO,R, .
6) —SO,R .,
7) C1-10 alkyl optionally substituted with a group(s) inde-
pendently selected from a halogen atom, a hydroxyl group,
—COR ¢ and —NR ;R |,
8) heteroaryl optionally having C1-10 alkyl and/or C1-10
alkoxy as a substituent(s) and
9) —N(R,)CSR,;.
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More preferably, the above R; is selected from:
1) —CONR_Rg,,
2) —OR,,
3) —NRgR,,

4) —N(R,) COR,,,
5) —N(R,) SO,R, .
6) —SO,R |,
7) C1-C10 alkyl optionally substituted with a group(s)
selected from —COR,; and —NR ;R and
8) —N(R,)CSNH,.
Still more preferably, the above R; is selected from:
1) —CONR,Rg,
2) —OR,,
3) —NRyR,,,
4) —N(R,) COR,,,
5) —NR,) SOR,,,
6) —SO,R 5 and
7) C1-C6 alkyl optionally substituted with a group(s)
selected from —COR 4 and —NR ;R .
The above R, is preferably selected from:
1) halogen,
2) cyano,
3) nitro,
4) amino,
5) —NHCOR,,
6) C1-C10 alkyl optionally substituted with a group(s)
independently selected from hydroxycarbonyl, C1-C10
alkoxycarbonyl and aminocarbonyl,
7) C1-C10 haloalkyl,
8) C1-C10 alkoxy,
9) C1-C10 haloalkylcarbonyl,
10) —COR 4,
11) C1-C10 hydroxyalkyl and
12) C1-C10 heteroalkyl.
More preferably, the above R, is selected from:
1) halogen,
2) cyano,
3) amino,
4) C1-C10 alkyl,
5) C1-C10 haloalkyl,
6) C1-C10 alkoxy,
7) C1-C10 haloalkylcarbonyl,
8) —COR 4 and
9) C1-C10 heteroalkyl.
The above R is preferably selected from a halogen atom,
C1-C10 alkyl, C1-C10 haloalkyl and C1-C10 alkoxy.
The above R is preferably selected from a halogen atom,
C1-C10 alkyl and C1-C10 haloalkyl.
The above R, is preferably selected from:
1) hydrogen,
2) C1-C10 alkyl optionally substituted with a group(s)
independently selected from amino and C1-C10 alkylamino,
3) C1-C10 hydroxyalkyl,
4) C1-C10 haloalkyl,
5) C1-C10 heteroalkyl,
6) C1-C10 heteroalkyl optionally substituted with a group(s)
selected from a hydroxyl group, C1-C10 alkylamino and
C2-C10 alkenyl,
7) aryl,
8) heteroaryl,
9) aryl C1-C10 alkyl,
10) a heterocycle optionally substituted with C1-C10 alkyl,
11) —(CH,);COR 4 (wherein L represents an integer of 1 to
4),
12) C1-C10 alkoxy,
13) C2-C10 alkenyl and
14) —NR,,R,;; and
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R,, and R,, are independently selected from hydrogen,
C1-C10 alkyl and C1-C10 alkylcarbonyl, or R,, and R,
may be bonded to each other to form a ring selected from
azetidinyl, pyrrolidinyl, piperidinyl, piperazinyl and mor-
pholinyl, and the heterocycle is optionally substituted with
C1-C10 alkyl.

The above Rg is preferably selected from hydrogen and
C1-C10 alkyl optionally substituted with a halogen atom(s)
and/or a hydroxyl group(s).

The above R, and Ry may be bonded to form a 4- to
7-membered heterocycle optionally containing an additional
element(s) or group(s) independently selected from O, N, S,
SO and SO,, and the heterocycle optionally contains car-
bonyl, and the heterocycle is optionally substituted with a
substituent(s) independently selected from:

1) a halogen atom,

2) C1-C10 alkyl optionally having C1-C10 alkylamino as a
substituent(s),

3) C1-C10 haloalkyl,

4) a hydroxyl group,

5) C1-C10 hydroxyalkyl,

6) C1-C10 alkoxy optionally substituted with a group(s)
independently selected from a halogen atom, a hydroxyl
group, amino and C1-C10 alkylamino,

7) aryl optionally substituted with a group(s) selected from
a halogen atom, a hydroxyl group, amino and C1-C10
alkylamino,

8) C1-C10 heteroalkyl optionally substituted with a group(s)
independently selected from a halogen atom, a hydroxyl
group, amino and C1-C10 alkylamino,

9) a heterocycle optionally substituted with C1-C10 alkyl,
10) heteroaryl optionally substituted with C1-C10 alkyl,
11) heterocyclyl C1-C10 alkyl,

12) —COR,,
13) —NR,,R,,,
14) —SO,R,,,

15) C1-C10 alkoxy-C1-C10 alkyl optionally having a
hydroxyl group(s) as a substituent(s) and
16) C1-C10 hydroxyalkyloxy, wherein the hydrogen atom of
the hydroxyl group may be replaced by C1-C10 hydroxy-
alkyl, and
the heterocycle may further form a spiro ring together with
a 4- to 6-membered heterocycle, and the bonded 4- to
6-membered heterocycle optionally contains O and N as
ring-forming elements in addition to carbon atoms, and the
carbon atom(s) may be oxidized to form carbonyl, and the
4- to 6-membered heterocycle is optionally further substi-
tuted with C1-C10 alkyl.

The above R, is preferably selected from:
1) a hydroxyl group,
2) C1-C10 alkoxy,
3)NR,,R,5 and
4) C1-C10 alkyl optionally substituted with a substituent(s)
selected from a halogen atom, a hydroxyl group, C1-C10
alkoxycarbonyl or C1-C10 alkylamino.

The above R, is preferably selected from:
1) hydrogen,
2) C1-C10 alkyl optionally substituted with a group(s)
selected from aryl, amino, C1-C10 alkylamino, C1-C10
alkylcarbonylamino and a hydroxyl group,
3) heteroaryl and
4) C1-C10 alkoxy.

The above R,, is preferably selected from hydrogen,
C1-C10 alkyl and C1-C10 hydroxyalkyl.

The above R, and R,; may be bonded to each other to
form a ring selected from azetidinyl, pyrrolidinyl, piperidi-
nyl, piperazinyl and morpholinyl, and the ring is optionally
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substituted with a group(s) selected independently of each
other from C1-C10 alkyl, a halogen atom and C1-C10
alkoxycarbonyl.

The above R, is preferably selected from hydrogen,
C1-C10 alkyl, C1-C10 haloalkyl, C1-C10 alkylcarbonyl,
C1-C10 hydroxyalkyl, C1-C10 aminoalkyl, C1-C10 alkoxy-
carbonyl and C1-C10 heteroalkyl.

The above R, is preferably selected from hydrogen and
C1-C10 alkyl.

The above R,, and R,, may be bonded to form a ring
selected from azetidinyl, pyrrolidinyl, piperidinyl, piperazi-
nyl and morpholinyl, and the ring is optionally substituted
with a group(s) selected independently of each other from
C1-C10 alkyl and a halogen atom.

The above R,, is preferably selected from:
1) C1-C10 alkyl optionally substituted with aryl,
2) amino,
3) C1-C10 alkylamino and
4) aryl optionally substituted with C1-C10 alkyl.

The above Ry is preferably selected from:
1) hydrogen,
2) C1-C10 alkyl optionally substituted with a group(s)
independently selected from R,
3) aryl optionally substituted with a group(s) selected from
a halogen atom, a hydroxyl group, amino and C1-C10
alkylamino,
4) cycloalkyl optionally substituted with a halogen atom(s)
or a hydroxyl group(s),
5) a heterocycle optionally substituted with a group(s)
independently selected from C1-C10 alkyl, C1-C10 alkyl-
carbonyl, C1-C10 alkoxy, C1-C10 alkoxycarbonyl, amino
and a halogen atom,
6) C1-C10 heteroalkyl optionally substituted with a group(s)
independently selected from a halogen atom and a hydroxyl
group,
7) heteroaryl optionally substituted with a group(s) selected
from C1-C10 alkyl, C1-C10 alkylcarbonyl, C1-C10 alkoxy-
carbonyl and a halogen atom and
8) cycloalkenyl optionally substituted with a group(s)
selected from C1-C10 alkoxy, C1-C10 alkylamino, amino, a
hydroxyl group and a halogen atom, wherein the cycloalk-
enyl may contain a carbonyl group.

More preferably, the above R, is selected from:

1) hydrogen,

2) C1-C10 alkyl optionally substituted with a group(s)
independently selected from R,

3) cycloalkyl optionally substituted with a halogen atom(s)
or a hydroxyl group(s),

4) a heterocycle optionally substituted with a group(s)
selected from C1-C10 alkyl, C1-C10 alkylcarbonyl, C1-C10
alkoxy, C1-C10 alkoxycarbonyl, amino and a halogen atom,
5) C1-C10 heteroalkyl optionally substituted with a group(s)
selected from a halogen atom and a hydroxyl group,

6) heteroaryl optionally substituted with a group(s) indepen-
dently selected from C1-C10 alkyl, C1-C10 alkylcarbonyl,
C1-C10 alkoxycarbonyl and a halogen atom and

7) cycloalkenyl optionally substituted with a group(s)
selected from C1-C10 alkoxy, C1-C10 alkylamino, amino, 1
to 3 hydroxyl groups and 1 to 4 halogen atoms, wherein the
cycloalkenyl may contain a carbonyl group.

The above R,; is preferably selected from:

1) a halogen atom,

2) a hydroxyl group,

3) a C1-C10 alkylcarbonyloxy group,
4) —COR,,

5) amino,

6) C1-C10 alkylamino,
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7) a heterocycle optionally substituted with a group(s)
selected from C1-C10 alkyl, C1-C10 alkylcarbonyl, C1-C10
alkoxycarbonyl and a halogen atom and
8) cyano.

The above R, is preferably selected from:
1) hydrogen and
2) C1-C10 alkyl optionally substituted with a group(s)
selected from a halogen atom, a hydroxyl group and aryl.

R, and R, may be bonded to form a 4- to 7-membered
heterocycle optionally containing an additional element(s)
or group(s) independently selected from N, O, S, SO, SO,,
carbonyl and thiocarbonyl, and the heterocycle is optionally
substituted with a substituent(s) independently selected from
R,

The above R, is preferably selected from:
1) a halogen atom,
2) C1-C10 alkyl optionally substituted with a group(s)
independently selected from C1-C10 alkylamino and
C1-C10 alkylcarbonylamino,
3) C1-C10 haloalkyl,
4) a hydroxyl group,
5) C1-C10 hydroxyalkyl,
6) C1-C10 alkoxy optionally substituted with a group(s)
independently selected from a halogen atom, a hydroxyl
group, amino and C1-C10 alkylamino,
7) aryl optionally substituted with a group(s) independently
selected from a halogen atom, a hydroxyl group, amino and
C1-C10 alkylamino,
8) C1-C10 heteroalkyl optionally substituted with a group(s)
independently selected from a halogen atom, a hydroxyl
group, amino and C1-C10 alkylamino,
9) a heterocycle optionally substituted with C1-C10 alkyl,
10) heteroaryl,
11) heterocyclyl C1-C10 alkyl,

12) —COR,,,
13) —NR 4R, and
14) —SO,R,,.

More preferably, the above R,, is selected from:
1) a halogen atom,
2) C1-C10 alkyl optionally substituted with a group(s)
independently selected from C1-C10 alkylamino and
C1-C10 alkylcarbonylamino,
3) C1-C10 haloalkyl,
4) a hydroxyl group,
5) C1-C10 hydroxyalkyl,
6) C1-C10 alkoxy optionally substituted with a group(s)
independently selected from a halogen atom, a hydroxyl
group, amino and C1-C10 alkylamino,
7) aryl optionally substituted with a group(s) selected from
a halogen atom, a hydroxyl group, amino and C1-C10
alkylamino,
8) C1-C10 heteroalkyl optionally substituted with one to two
types of groups selected from a halogen atom, a hydroxyl
group, amino and C1-C10 alkylamino,
9) —COR 4 and
10) —NR R,

The above R,; is preferably selected from:
1) C1-C10 alkyl optionally substituted with a group(s)
independently selected from:

i) a hydroxyl group,

ii) —NR /R,

iii) a C1-C10 alkoxy group,

iv) a halogen atom,

v) C1-C10 alkoxycarbonyl,

vi) aminocarbonyl and
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vii) aryl optionally substituted with a group(s) indepen-
dently selected from a halogen atom, a hydroxyl group,
C1-C10 alkoxy, amino, C1-C10 alkylamino and —COR,,,
2) aryl optionally substituted with a group(s) independently
selected from a halogen atom, a hydroxyl group, C1-C10
alkoxy, amino, C1-C10 alkylamino and —COR,,,
3) cycloalkyl optionally substituted with a halogen atom(s),
4) a heterocycle optionally substituted with a group(s)
selected from C1-C10 alkyl, C1-C10 alkylcarbonyl, C1-C10
alkoxycarbonyl and a halogen atom,
5) C1-C10 alkoxy, wherein the alkyl group is optionally
substituted with a group(s) independently selected from
C1-C10 alkylcarbonylamino, amino, C1-C10 alkylamino
and a hydroxyl group,
6) amino,
7) C1-C10 alkylamino, wherein the alkyl group is optionally
substituted with a group(s) independently selected from
C1-C10 alkylcarbonylamino, amino, C1-C10 alkylamino,
hydroxycarbonyl and a hydroxyl group and
8) C2-C10 alkenyl.

More preferably, the above R, is selected from:
1) C1-C10 alkyl optionally substituted with 1 to 3 substitu-
ents independently selected from:

1) a hydroxyl group,

1i) —NR, /R,

iii) a C1-C10 alkoxy group,

iv) a halogen atom,

v) C1-C10 alkoxycarbonyl and

vi) aminocarbonyl,
2) aryl,
3) aryl C1-C10 alkyl,
4) cycloalkyl optionally substituted with a halogen atom(s),
5) a heterocycle optionally substituted with C1-C10 alkyl,
6) C1-C10 alkoxy, wherein the alkyl group is optionally
substituted with a group(s) independently selected from
C1-C10 alkylcarbonylamino, amino, C1-C10 alkylamino
and a hydroxyl group,
7) amino,
8) C1-C10 alkylamino, wherein the alkyl group is optionally
substituted with a group(s) independently selected from
C1-C10 alkylcarbonylamino, amino, C1-C10 alkylamino,
hydroxycarbonyl and a hydroxyl group and
9) C2-C10 alkenyl.

The above R, is preferably selected from C1-C10 alkoxy,
a hydroxyl group, amino and C1-C10 alkylamino.

The above R, is preferably selected from:
1) C1-C10 alkyl,
2) amino and
3) C1-C10 alkylamino, wherein the alkyl group is optionally
substituted with a group(s) independently selected from
amino, C1-C10 alkylamino and a hydroxyl group.

The above R is preferably selected from:
1) hydrogen,
2) C1-C10 alkyl,
3) C1-C10 alkylcarbonyl, wherein the alkyl is optionally
substituted with a hydroxyl group(s),
4) C1-C10 alkoxycarbonyl,
5) aminocarbonyl,
6) C1-C10 alkylaminocarbonyl and
7) heterocyclic carbonyl optionally substituted with C1-C10
alkyl.

The above R, , is preferably selected from:
1) hydrogen and
2) C1-C10 alkyl optionally substituted with a group(s)
independently selected from a halogen atom, a hydroxyl
group, amino and C1-C10 alkylamino.
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Further, R,; and R,, may be bonded to form a 4- to
7-membered heterocycle optionally containing an additional
element(s) or group(s) independently selected from O, N, S,
SO and SO,, and the heterocycle optionally contains car-
bonyl, and the heterocycle is optionally substituted with
C1-C10 alkyl.

The above R, 5 is preferably selected from:

1) C1-C10 alkyl and
2) —NR,5R ;6.
The above R, is preferably selected from:
1) hydrogen,
2) C1-C10 alkyl optionally substituted with a group(s)
independently selected from:

i) a halogen atom,

ii) a hydroxyl group,

iii) C1-C10 alkylcarbonylamino,

iv) —COR g,

V) amino,

vi) C1-C10 alkylamino,

vii) C1-C10 alkoxy optionally substituted with a halogen
atom(s),

viii) heteroaryl optionally substituted with a C1-C10 alkyl
group(s) and

ix) a heterocycle,
3) aryl optionally substituted with a group(s) independently
selected from a halogen atom, a hydroxyl group, amino and
C1-C10 alkylamino,
4) cycloalkyl optionally substituted with a group(s) inde-
pendently selected from a halogen atom and a hydroxyl
group,
5) a heterocycle optionally substituted with a group(s)
independently selected from C1-C10 alkyl, a halogen atom
and aryl C1-C10 alkyl,
6) heteroaryl optionally substituted with C1-C10 alkyl and
7) C1-C10 alkylcarbonyl.

The above R, is preferably selected from:
1) hydrogen and
2) C1-C10 alkyl optionally substituted with a group(s)
independently selected from a halogen atom, a hydroxyl
group and aryl.

The above R, and R, may be bonded to each other to
form a ring selected from azetidinyl, pyrrolidinyl, piperidi-
nyl, piperazinyl and morpholinyl, and the ring is optionally
substituted with a group(s) selected independently of each
other from C1-C10 alkyl and a halogen atom.

The above R, is preferably selected from:

1) a halogen atom,
2) C1-C10 alkyl optionally substituted with a group(s)
independently selected from:

i) a halogen atom,

ii) aryl,

iii) heteroaryl,

iv) a heterocycle optionally substituted with a C1-C10
alkyl group(s),

v) —COR,

vi) —NR, 3R, and

vii) —SO,R,,,

3) CI1-C10 heteroalkyl optionally substituted with a
hydroxyl group(s),

4) C1-C10 hydroxyalkyl, wherein each hydroxyl group may
be independently substituted with a group(s) selected from
C1-C10 alkyl, aryl C1-C10 alkyl and C1-C10 alkylcarbonyl,
5) —COR,,

6) —SO,R,,,

7) aryl and

8) cyano.
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The above R, is preferably selected from:
1) C1-C10 alky] optionally substituted with a halogen atom
(s), wherein the alkyl group is optionally further substituted
with a substituent(s) independently selected from R,
2) C2-C10 alkenyl optionally substituted with a halogen
atom(s), wherein the alkenyl group is optionally further
substituted with a substituent(s) independently selected from

R,

3) C2-C10 alkynyl optionally substituted with a halogen
atom(s), wherein the alkynyl group is optionally further
substituted with a substituent(s) independently selected from
R
4) cycloalkyl optionally substituted with a group(s) inde-
pendently selected from:

i) a halogen atom,

ii) C2-C10 alkenyl or C1-C10 alkyl,

iii) aryl optionally substituted with 1 to 3 substituents
independently selected from C1-C10 alkyl, a halogen atom,
C1-C10 alkoxy, C1-C10 alkylamino and C1-C10 alkylcar-
bonyl,

iv) cycloalkyl,

v) C2-C10 alkenyl optionally substituted with halogen,

vi) C1-C10 alkylidene, wherein the alkylidene is bonded
to the cycloalkyl by a double bond and the alkylidene is
optionally substituted with a halogen atom(s),

vii) C1-C10 alkoxy optionally substituted with a halogen
atom(s),

viii) C1-C10 alkyl optionally substituted with a group(s)
independently selected from a halogen atom or C1-C10
alkoxy optionally substituted with a halogen atom(s),

ix) C2-C10 alkynyl and

X) —Si(Ry3).

5) a heterocycle, wherein the heterocycle is optionally
substituted with a group(s) independently selected from:

i) a C1-C10 alkyl group,

ii) C1-C10 alkylcarbonyl, wherein the alkyl group is
optionally substituted with R,

iii) arylcarbonyl, wherein the aryl group is optionally
substituted with a group(s) independently selected from a
halogen atom, C1-C10 alkyl and C1-C10 alkoxy,

iv) heteroarylcarbonyl,

v) C1-C10 alkoxycarbonyl, wherein the alkyl group is
optionally substituted with a group(s) independently
selected from a halogen atom, aryl and C1-C10 alkoxy,

vi) aryloxycarbonyl, wherein the aryl group is optionally
substituted with a halogen atom(s) and/or C1-C10 alkyl,

vil) —CONR,3R,g,

viil) —SO,R,;,

ix) a halogen atom,

x) cycloalkylcarbonyl optionally fused with an aryl group
and

xi) C2-C10 alkenylcarbonyl, wherein the alkenyl group is
optionally substituted with aryl, wherein the aryl is option-
ally substituted with a group(s) independently selected from
a halogen atom, C1-C10 alkyl or C1-C10 alkoxy,

6) aryl optionally substituted with a group(s) independently
selected from R,

7) heteroaryl optionally substituted with a group(s) indepen-
dently selected from:

i) a halogen atom,

ii) C1-C10 alkyl and

iii) C1-C10 alkoxy;

8) C1-C10 alkoxy optionally substituted with a halogen
atom(s), wherein the alkoxy group is optionally further
substituted with a substituent(s) independently selected from
R42s

9) —S(O)qR43 (wherein q is an integer of 0 to 2) and

10) cycloalkenyl optionally substituted with C1-C10 alkyl.
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More preferably, the above R, is selected from:

1) C1-C10 alky] optionally substituted with a halogen atom
(s), wherein the alkyl group is optionally further substituted
with a group selected from R,,,

2) C2-C10 alkenyl optionally substituted with a halogen
atom(s), wherein the alkenyl group is optionally further
substituted with a group selected from R,,,

3) C2-C10 alkynyl optionally substituted with a halogen
atom(s), wherein the alkynyl group is optionally further
substituted with a group selected from R,

4) cycloalkyl optionally substituted with a group(s) inde-
pendently selected from:

i) a halogen atom,

i1) C2-C10 alkenyl or C1-C10 alkyl,

iii) aryl optionally substituted with a group(s) indepen-
dently selected from C1-C10 alkyl, a halogen atom and
C1-C10 alkoxy,

iv) cycloalkyl,

v) C2-C10 haloalkenyl or C1-C10 haloalkyl,

vi) C1-C10 alkylidene, wherein the alkylidene is bonded
to the cycloalkyl by a double bond and the alkylidene is
optionally substituted with a halogen atom(s),

vii) C1-C10 alkoxy optionally substituted with a halogen
atom(s),

viii) C1-C10 alkyl substituted with C1-C10 alkoxy,
wherein the alkyl and/or the alkyl in the alkoxy is optionally
substituted with a halogen atom(s),

ix) C2-C10 alkynyl and

X) —Si(Ra43)s,

5) a heterocycle, wherein the heterocycle is optionally
substituted with a group(s) selected from:

i) a C1-C10 alkyl group,

ii) C1-C10 alkylcarbonyl, wherein the alkyl group is
optionally substituted with R,

iii) arylcarbonyl, wherein the aryl group is optionally
substituted with a group(s) independently selected from a
halogen atom, C1-C10 alkyl and C1-C10 alkoxy,

iv) heteroarylcarbonyl,

v) C1-C10 alkoxycarbonyl, wherein the alkyl group is
optionally substituted with a group(s) independently
selected from a halogen atom, aryl and C1-C10 alkoxy,

vi) aryloxycarbonyl, wherein the aryl group is optionally
substituted with a halogen atom(s) and/or C1-C10 alkyl,

vii) —CONR 4R, and

viii) —SO,R,,

6) aryl optionally substituted with a group(s) independently
selected from R,

7) heteroaryl optionally substituted with any of the follow-
ing groups:

i) C1-C10 alkyl,

8) C1-C10 alkoxy optionally substituted with a halogen
atom(s), wherein the alkoxy group is optionally further
substituted with a group selected from R,

9) —S(0),R,; (wherein q is an integer of 0 to 2) and

10) cycloalkenyl optionally substituted with C1-C10 alkyl.

Still more preferably, the above R, is selected from:

1) C1-C13 alkyl optionally substituted with a halogen
atom(s), wherein the alkyl group is optionally further sub-
stituted with a group selected from R,

2) C2-C13 alkenyl optionally substituted with a halogen
atom(s), wherein the alkenyl group is optionally further
substituted with a group selected from R,

3) C2-C13 alkynyl optionally substituted with a halogen
atom(s), wherein the alkynyl group is optionally further
substituted with a group selected from R,

4) cycloalkyl optionally substituted with a group(s) inde-
pendently selected from:
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i) a halogen atom,

ii) C2-C6 alkenyl or C1-C6 alkyl,

iii) aryl optionally substituted with a group(s) indepen-
dently selected from C1-C6 alkyl, a halogen atom, C1-C6
alkoxy, C1-C6 alkylamino and C1-C6 alkylcarbonyl,

iv) cycloalkyl,

v) C2-C6 haloalkenyl or C1-C6 haloalkyl,

vi) C1-C6 alkylidene, wherein the alkylidene is bonded to
the cycloalkyl by a double bond and the alkylidene is
optionally substituted with a halogen atom(s),

vii) C1-C6 alkoxy optionally substituted with a halogen
atom(s),

viii) C1-C6 alkyl substituted with C1-C6 alkoxy, wherein
the alkyl and/or the alkyl in the alkoxy is optionally substi-
tuted with halogen,

ix) C2-C6 alkynyl and

X) —Si(Ry3)3
5) a group represented by the following general formula (B)

®)

Z,

(wherein Ra represents a group selected from:

1) C1-C6 alkylcarbonyl, wherein the alkyl group is option-
ally substituted with R,

ii) arylcarbonyl, wherein the aryl group is optionally
substituted with a group(s) independently selected from a
halogen atom, C1-C6 alkyl and C1-C6 alkoxy,

iii) C1-C6 alkoxycarbonyl, wherein the alkyl group is
optionally substituted with a group(s) selected from a halo-
gen atom, aryl and C1-C6 alkoxy,

iv) aryloxycarbonyl, wherein the aryl group is optionally
substituted with a halogen atom(s) or C1-C6 alkyl,

v) —CONR,¢R,, and

vi) —SO,R;)),

6) aryl optionally substituted with a group(s) independently
selected from R,

7) heteroaryl optionally substituted with any of the follow-
ing groups:

i) a halogen atom,

ii) C1-C6 alkyl and

iii) C1-C6 alkoxy;

8) C1-C6 alkoxy optionally substituted with a halogen
atom(s), wherein the alkoxy group is optionally further
substituted with a group selected from R,

9) —S(0),R,; (wherein q is an integer of 0 to 2) and

10) cycloalkenyl optionally substituted with C1-C6 alkyl.

When the above R, is a “cycloalkyl optionally substituted
with 1 to 3 substituents” and the substituent is “alkylidene
(wherein the alkylidene is bonded to the cycloalkyl by a
double bond and the alkylidene is optionally substituted with
1 to 5 halogen atoms)”, examples of the R, include the
following groups.
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-continued

F A

R, is preferably selected from:
1) a halogen atom,
2) cyano,
3) C1-C10 alkyl optionally substituted with a group(s)
independently selected from:

i) a hydroxyl group,

il) —OR,,

iii) cyano,

iv) aryloxy optionally substituted with a group(s) inde-
pendently selected from a halogen atom, C1-C10 alkyl
optionally substituted with a halogen atom(s) or C1-C10
alkoxy optionally substituted with a halogen atom(s) and

v) a halogen atom,

4) cycloalkyl optionally substituted with a group(s) inde-
pendently selected from a halogen atom or C1-C10 alkyl
optionally substituted with a halogen atom(s),

5) C1-C10 alkoxy optionally substituted with a halogen
atom(s) or a C2-C6 alkenyl group(s),

6) —COR,

7) C1-C10 alkylcarbonylamino,

8) C1-C10 alkoxycarbonylamino, wherein the alkoxy group
is optionally substituted with aryl,

9) C1-C10 heteroalkyl optionally substituted with a halogen
atom(s),

10) aryl optionally substituted with a substituent(s) indepen-
dently selected from:

i) a halogen atom,

ii) C1-C10 alkyl,

iii) C1-C10 alkoxy and

iv) aryl optionally substituted with aryl optionally substi-
tuted with C1-C10 alkyl,

11) heteroaryl optionally substituted with a C1-C10 alkyl

group(s),

12) —SO,R,s,
13) —SOR,,,

14) C1-C10 alkylthio optionally substituted with a halogen
atom(s),

15) —Si(R,3); and

16) —SFs.

More preferably, R, is selected from:
1) a halogen atom,
2) cyano,
3) C1-C10 alkyl optionally substituted with any of the
following groups:

i) a hydroxyl group,

ii) —ORs,

iii) cyano and

iv) aryloxy optionally substituted with a group(s) selected
from a halogen atom, C1-C10 alkyl, C1-C10 haloalkyl or
C1-C10 haloalkoxy,
4) C1-C10 haloalkyl,
5) cycloalkyl optionally substituted with a group(s) selected
from a halogen atom and C1-C10 haloalkyl,
6) C1-C10 alkoxy optionally substituted with a halogen
atom(s) or a C2-C6 alkenyl group(s),
7) —COR,,
8) C1-C10 heteroalkyl optionally substituted with a halogen
atom(s),
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9) aryl optionally substituted with a group(s) independently
selected from:

i) C1-C10 alkyl and

ii) aryl,
10) heteroaryl optionally substituted with a C1-C10 alkyl
group(s),
11) —SO,R,;,
12) C1-C10 alkylthio optionally substituted with a halogen
atom(s),
13) —Si(R,3); and
14) —SF..

Still more preferably, R, is selected from:
1) a halogen atom,
2) cyano,
3) C1-C6 alkyl optionally substituted with any of the fol-
lowing groups:

1) a hydroxyl group,

ii) —ORss,

iii) cyano and

iv) aryloxy optionally substituted with a group(s) selected
from a halogen atom, C1-C6 alkyl, C1-C6 haloalkyl or
C1-C6 haloalkoxy,
4) C1-C6 haloalkyl,
5) cycloalkyl optionally substituted with a group(s) selected
from a halogen atom and C1-C6 haloalkyl,
6) C1-C6 alkoxy optionally substituted with a halogen
atom(s),
7) —COR,,,
8) C1-C6 heteroalkyl optionally substituted with a halogen
atom(s),
9) aryl optionally substituted with a group(s) independently
selected from:

i) C1-C6 alkyl and

ii) aryl,
10) heteroaryl optionally substituted with a C1-C6 alkyl
group(s),
11) —SO,R.,
12) C1-C6 alkylthio optionally substituted with a halogen
atom(s),
13) —Si(R,;); and
14) —SF..

R,, is preferably selected from:
1) hydrogen,
2) aryl optionally substituted with a group(s) independently
selected from C1-C10 alkyl optionally substituted with
halogen, a halogen atom and C1-C10 alkoxy,
3) hydroxycarbonyl,
4) C1-C10 alkoxycarbonyl,
5) aminocarbonyl,
6) C1-C10 alkylaminocarbonyl,
7) C1-C10 alkoxycarbonylamino,
8) amino,
9) a hydroxyl group and
10) oxetane, tetrahydrofuran or tetrahydropyran optionally
substituted with C1-C10 alkyl.

R,; preferably represents a C1-C10 alkyl group.

R, 1s preferably aryl, or C1-C10 alkyl optionally substi-
tuted with a halogen atom(s).

R,, is preferably selected from:
1) aryl optionally substituted with a group(s) independently
selected from a halogen atom, C1-C10 alkyl and C1-C10
alkoxy,
2) C1-C10 alkoxy, wherein the alkyl group is optionally
substituted with aryl,
3) a hydroxyl group,
4) amino,
5) C1-C10 alkylamino,
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6) hydroxycarbonyl,
7) heteroaryl optionally substituted with a group(s) indepen-
dently selected from C1-C10 alkyl and/or aryl, and
8) heteroaryloxy.

More preferably, R, is selected from:

1) aryl optionally substituted with a group(s) independently
selected from a halogen atom, C1-C10 alkyl and C1-C10
alkoxy,

2) C1-C10 alkoxy, wherein the alkyl group is optionally
substituted with aryl,

3) heteroaryl optionally substituted with a group(s) indepen-
dently selected from C1-C10 alkyl and aryl and

4) heteroaryloxy.

The above R, is preferably selected from hydrogen or
C1-C10 alkyl optionally substituted with aryl.

The above R,q is preferably selected from hydrogen or
C1-C10 alkyl optionally substituted with aryl.

The above R, and R,, may be bonded to form a ring
selected from azetidinyl, pyrrolidinyl, piperidinyl, piperazi-
nyl and morpholinyl, and the ring is optionally substituted
with a group(s) selected independently of each other from
C1-C10 alkyl and a halogen atom.

The above R, is preferably selected from a hydroxyl
group, C1-C10 alkoxy and —NR;,R;,.

Preferably, the above R;; and R;, are independently
selected from:

1) hydrogen,
2) C1-C10 alkyl optionally substituted with aryl and
3) aryl.

The above R;; and R;, may be bonded to form a ring
selected from azetidinyl, pyrrolidinyl, piperidinyl, piperazi-
nyl and morpholinyl, and the ring is optionally substituted
with a group(s) selected independently of each other from
C1-C10 alkyl, a halogen atom and C1-C10 alkoxycarbonyl.

Preferably, the above R;; and R;, are independently
selected from:

1) hydrogen and
2) C1-C10 alkyl.

More preferably, the above R;; and R;, are hydrogen.

In the above formula (2), U preferably represents a bond,
C1-C10 alkylene or any group selected from groups repre-
sented by the following formula.

« (Imidazolone side)
oS
R45—|
/
A\ . (Z side)

More preferably, U is C1-C6 alkylene or any group
selected from groups represented by the following formula.

« (Imidazolone side)

I AN
R45—|—/

A\ . (Z side)

A is preferably selected from O, NH and CH, and is more
preferably O.
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R, is preferably selected from hydrogen or R,,, more
preferably selected from hydrogen, C1-C10 alkyl, C1-C10
haloalkyl and C1-C10 hydroxyalkyl, and still more prefer-
ably selected from C1-C10 alkyl, C1-C10 haloalkyl and
C1-C10 hydroxyalkyl.

T is preferably selected from aryl and heteroaryl.

V is preferably selected from:

(T side) (T side)

0 YO
N N
@side) = R, (@ side) /QE)
%

(Tside) 2 o
N, (T side) )J\
N *\
/& N Ry
(Z side) = o) (Z side) l
(T'side)
0.
(Z side) l
More preferably, V is selected from:
(T side) 0 (T side) 0
N N
Zside) =~ g, (Z side) /Qf)
*
(T side) Ro:
el
\N/

(Z side) */ko

E is preferably a 4- to 7-membered heterocycle optionally
containing 1 to 2 additional elements or groups selected
from O, N, S, SO and SO,, and the heterocycle is optionally
substituted with one substituent selected from:

1) hydrogen,

2) a halogen atom,

3) C1-C10 alkyl optionally having a group(s) independently
selected from C1-C10 alkylamino, a halogen atom and a
hydroxyl group,

4) a hydroxyl group,

5) C1-C10 alkoxy optionally substituted with a group(s)
independently selected from a halogen atom, a hydroxyl
group, amino and C1-C10 alkylamino,

6) aryl optionally substituted with a group(s) independently
selected from a halogen atom, a hydroxyl group, amino and
C1-C10 alkylamino,

7) C1-C10 heteroalkyl optionally substituted with a group(s)
independently selected from a halogen atom, a hydroxyl
group, amino and C1-C10 alkylamino,

8) a heterocycle optionally substituted with C1-C10 alkyl,
9) heteroaryl optionally substituted with C1-C10 alkyl,

10) heterocyclyl C1-C10 alkyl,

11) —COR, .
12) —NR 4R, and
13) —SO,R,,.

More preferably, E is pyrrolidine or piperidine optionally
substituted with a hydroxyl group.
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Z is preferably a divalent group selected from:
1) C1-C10 alkylene or C1-C10 heteroalkylene optionally
substituted with a halogen atom(s) and/or a hydroxyl group
(s), wherein the carbon atom(s) may be oxidized to form
carbonyl;
2) C1-C10 alkenylene or C1-C10 heteroalkenylene option-
ally substituted with a halogen atom(s) and/or a hydroxyl
group(s), wherein the carbon atom(s) may be oxidized to
form carbonyl; and
3) a group selected from:

I|{45

*—G—N

(U side) =
(V side)

(6]
(€]

ol

N
(U side) | )
Rus (V side)

)
(U side) (V side)

Rys

—_TJ

G is preferably a divalent group selected from:
1) C1-C10 alkylene or C1-C10 heteroalkylene optionally
substituted with a halogen atom(s); and
2) C1-C10 alkenylene or a C1-C10 heteroalkenylene option-
ally substituted with a halogen atom(s).
J is preferably a divalent group selected from:
1) C1-C10 alkylene or C1-C10 heteroalkylene optionally
substituted with a halogen atom(s); and
2) C1-C10 alkenylene or a C1-C10 heteroalkenylene option-
ally substituted with a halogen atom(s).

B is preferably selected from a heterocycle or heteroaryl.

R, is preferably selected from hydrogen or C1-C10 alkyl.

R, is preferably selected from:
1) hydrogen,
2) C1-C10 alkyl optionally substituted with a group(s)
independently selected from amino and C1-C10 alkylamino,
3) C1-C10 hydroxyalkyl,
4) C1-C10 heteroalkyl,
5) C1-C10 heteroalkyl optionally substituted with 1 to 3
groups selected from a hydroxyl group, C1-C10 alkylamino
and C2-C10 alkenyl,
6) aryl,
7) heteroaryl,
8) aryl C1-C10 alkyl,
9) a heterocycle optionally substituted with C1-C10 alkyl,
10) —(CH,);COR | ; (wherein L represents an integer of 1 to
4),
11) C1-C10 alkoxy,
12) C2-C10 alkenyl and
13) —NR Ry,

More preferably, R, is selected from:
1) hydrogen,
2) C1-C10 alkyl and
3) C1-C10 hydroxyalkyl.

Specific examples of the compound represented by the
formula (1) according to the present invention include the
following compounds:

(1) 8-(3-chloro-benzenesulfonyl)-2-cyclohexyl-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;
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(2) 8-(3-chloro-benzenesulfonyl)-2-pyridin-4-yl-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

3) 8-(3-chloro-benzenesulfonyl)-2-propyl-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(4) 8-(3-chloro-benzenesulfonyl)-2-isopropyl-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(5) 8-(3-chloro-benzenesulfonyl)-2-(3-methoxy-phenyl)-1,
3,8-triaza-spiro[4.5]dec-1-en-4-one;

(6) 8-(3-chloro-benzenesulfonyl)-2-(3-chloro-phenyl)-1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;

@) 2-benzyl-8-(3-chloro-benzenesulfonyl)-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

®) 8-(3-chloro-benzenesulfonyl)-2-methyl-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(10)  2-biphenyl-2-yl-8-(3-chloro-benzenesulfonyl)-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;

(11)  8-(3-chloro-benzenesulfonyl)-2-o-tolyl-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(12) 8-(3-chloro-benzenesulfonyl)-2-(4-triffuoromethyl-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(13)  8-(3-chloro-benzenesulfonyl)-2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(14) 8-(3-chloro-benzenesulfonyl)-2-(1-methyl-cyclo-
hexyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(15) 2-(1-acetyl-piperidin-4-yl)-8-(3-chloro-benzenesulfo-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(16) 2-tert-butyl-8-(3-chloro-benzenesulfonyl)-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(17) 8-(3-chloro-benzenesulfonyl)-2-(4-trifluoromethyl-cy-
clohexyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(18)  3-[8-(3-chloro-benzenesulfonyl)-4-0xo0-1,3,8-triaza-
spiro[4.5]dec-1-en-2-yl]-piperidine-1-carboxylic acid
tert-butyl ester;

19 8-(3-chloro-benzenesulfonyl)-2-(3-methyl-cyclo-
hexyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(20) 8-(3-chloro-benzenesulfonyl)-2-(2-methyl-cyclo-
hexyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(21) 8-(3-chloro-benzenesulfonyl)-2-(4-propyl-cyclohexyl)-
1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(22) 2-(1R,28,4S)-bicyclo[2.2.1]hept-2-y1-8-(3-chloro-ben-
zenesulfonyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(23) 2-(1R,2R,4S)-bicyclo[2.2.1hept-2-y1-8-(3-chloro-ben-
zenesulfonyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(24) 8-(3-chloro-benzenesulfonyl)-2-(4-methoxy-cyclo-
hexyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(25) 8-(3-chloro-benzenesulfonyl)-2-(4-methoxy-cyclo-
hexyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(26) 2-(4-tert-butyl-cyclohexyl)-8-(3-chloro-benzenesulfo-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(27)  8-(3-chloro-benzenesulfonyl)-2-(4-fluoromethyl-cy-
clohexyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(28) 8-(3-chloro-benzenesulfonyl)-2-cyclohexylmethyl-1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;

(29) 8-(3-chloro-benzenesulfonyl)-2-phenethyl-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(30) 8-(3-chloro-benzenesulfonyl)-2-(2-cyclohexyl-ethyl)-
1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(€18 8-(3-chloro-benzenesultfonyl)-2-(3-triffuoromethyl-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(32)  8-(3-chloro-benzenesulfonyl)-2-(3-methanesulfonyl-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(33) 8-(3-chloro-benzenesulfonyl)-2-(1-phenyl-cyclo-
hexyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(34)  8-(3-chloro-benzenesulfonyl)-2-(2-naphthalen-1-yl-
ethyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(35) 8-(2-naphthalen-1-yl-ethanesulfonyl)-2-(3-trifluorom-
ethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;
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(36) 2-tert-butyl-8-(2-naphthalen-1-yl-ethanesulfonyl) 1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;

(37) 8-(2-naphthalen-1-yl-ethanesulfonyl)-2-(4-trifluorom-
ethyl-cyclohexyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(38) 3-[8-(2-naphthalen-1-yl-ethanesulfonyl)-4-oxo0-1,3,8-
triaza-spiro[4.5]dec-1-en-2-yl]|-piperidine-1-carboxylic
acid tert-butyl ester;

(39) 8-(2-naphthalen-1-yl-ethanesulfonyl)-2-| 1-(2-naphtha-
len-1-yl-ethanesulfonyl)-piperidin-3-y1]-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(40)  8-(3-chloro-benzenesulfonyl)-2-[1-(propane-1-sulfo-
nyl)-piperidin-3-yl]-1,3,8-triaza-spiro[4.5]dec-en-4-one;

(41) 2-(1-benzenesulfonyl-piperidin-3-y1)-8-(3-chloro-ben-
zenesulfonyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(42) 8-(3-chloro-benzenesulfonyl)-2-(1-phenylmethanesul-
fonyl-piperidin-3-yl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(43) 8-(2-naphthalen-1-yl-ethanesulfonyl)-2-(1-phenyl-
methanesulfonyl-piperidin-3-yl)-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(44) 8-(4-chloro-benzenesulfonyl)-2-(2,4-dichloro-phenyl)-
1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(45) 2-(2,4-dichloro-phenyl)-8-(2-trifluoromethyl-benzene-
sulfonyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(46)  8-(butane-1-sulfonyl)-2-(2,4-dichloro-phenyl)-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;

(47) 2-(2,4-dichloro-phenyl)-8-(2-naphthalen-1-yl-ethane-
sulfonyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(48) 2-(2,4-dichloro-phenyl)-8-(quinoline-8-sulfonyl)-1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;

(49) 8-(3-chloro-4-fluoro-benzenesulfonyl)-2-(2,4-dichloro-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(50) 8-(3-chloro-benzenesulfonyl)-2-(2,4-dichloro-phenyl)-
1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(51)  2-(2-cyclohexyl-4-ox0-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl)-benzoic acid methyl ester;

(52) 2-cyclohexyl-8-(5-methyl-3-phenyl-isoxazole-4-sulfo-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(53) 8-(benzo[b]thiophene-3-sulfonyl)-2-cyclohexyl-1,3,8-
triaza-spiro-[4.5]dec-1-en-4-one;

(54) 8-(benzo[blthiophene-2-sulfonyl)-2-cyclohexyl-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;

(55) 8-(5-chloro-thiophene-2-sulfonyl)-2-cyclohexyl-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;

(56)  2-cyclohexyl-8-(thiophene-2-sulfonyl)-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(57) 2-cyclohexyl-8-(naphthalene-1-sulfonyl)-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(58) 2-cyclohexyl-8-(2,4-dimethyl-thiazole-5-sulfonyl)-1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;

(59) 2-cyclohexyl-8-(3,5-dimethyl-isoxazole-4-sulfonyl)-1,
3,8-triaza-spiro[4.5]dec-1-en-4-one;

(60) 2-cyclohexyl-8-(2,3-dihydro-benzo|1,4]|dioxine-6-sul-
fonyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(61) 2-cyclohexyl-8-(2-naphthalen-1-yl-ethanesulfonyl)-1,
3,8-triaza-spiro[4.5]dec-1-en-4-one;

(62)  3-(2-cyclohexyl-4-ox0-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl)-thiophene-2-carboxylic acid methyl
ester;

(63)  5-(2-cyclohexyl-4-ox0-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl)-4-methyl-thiophene-2-carboxylic  acid
methyl ester;

(64) 2-cyclohexyl-8-(2,5-dimethyl-thiophene-3-sulfonyl)-1,
3,8-triaza-spiro[4.5]dec-1-en-4-one;

(65) 8-(5-bromo-thiophene-2-sulfonyl)-2-cyclohexyl-1,3,8-
triaza-spiro-[4.5]dec-1-en-4-one;
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(66) 8-(5-chloro-thiophene-2-sulfonyl)-2-(3-trifluorom-
ethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;
(67) 8-(naphthalene-2-sulfonyl)-2-(3-trifluoromethyl-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(68) 8-(benzo[b]thiophene-2-sulfonyl)-2-(3-trifluorom-
ethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;
(69) 8-(5-bromo-thiophene-2-sulfonyl)-2-(3-trifluorom-

ethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(70)  8-(3-chloro-benzenesulfonyl)-2-cyclohexyl-1,3,8-tri-
aza-spiro[4.6|undec-1-en-4-one;

(71)  7-(3-chloro-benzenesulfonyl)-2-cyclohexyl-1,3,7-tri-
aza-spiro[4.5]dec-1-en-4-one;

(72)  7-(3-chloro-benzenesulfonyl)-2-cyclohexyl-1,3,7-tri-
aza-spiro[4.4|non-1-en-4-one;

(73) 4-{2-[2-(2,4-dichloro-phenyl)-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-ethyl } -3,N,N-trimethyl-benz-
amide;

(74)  4-[2-(2-tert-butyl-4-ox0-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl)-ethyl]-3,N,N-trimethyl-benzamide;

(75) 3,N,N-trimethyl-4-{2-[4-0x0-2-(4-trifluoromethyl-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
benzamide;

(76) 3,N,N-trimethyl-4-{2-[2-(4-methyl-cyclohexyl)-4-1,3,
8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-benz-
amide;

(77)  4-[2-(2-cyclopentyl-4-ox0-1,3,8-triaza-spiro[4.5]dec-
1-ene-8-sulfonyl)-ethyl]-3,N,N-trimethyl-benzamide;

(78) 4-{2-[2-(2,6-difluoro-phenyl)-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-ethyl } -3,N,N-trimethyl-benz-
amide;

(79)  4-{2-[2-(2,6-dimethoxy-phenyl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-trimethyl-
benzamide;

(80)  4-{2-[2-(3-methoxy-phenyl)-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-ethyl } -3,N,N-trimethyl-benz-
amide;

8D 4-{2-[2-(3-chloro-phenyl)-4-0xo0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-ethyl } -3, N N-trimethyl-benz-
amide;

(82) 4-{2-[2-(3,5-bis-trifluoromethyl-phenyl)-4-oxo0-1,3,8-
triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-
trimethyl-benzamide;

(83) 4-[2-(2-benzyl-4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-
8-sulfonyl)-ethyl]-3,N,N-trimethyl-benzamide;

(84)  3,N,N-trimethyl-4-[2-(4-0x0-2-m-tolyl-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl)-ethyl]-benzamide;

(85) 4-{2-[2-(2-chloro-5-trifluoromethyl-phenyl)-4-oxo-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-
trimethyl-benzamide;

(86) 3,N,N-trimethyl-4-{2-[4-0x0-2-(3-trifluoromethyl-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]ethyl} -
benzamide;

87 4-{2-[2-(4-chloro-phenyl)-4-ox0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-ethyl } -3, N N-trimethyl-benz-
amide;

(88) 4-{2-[2-(2,3-dichloro-phenyl)-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-ethyl } -3,N,N-trimethyl-benz-
amide;

(89) 4-{2-[2-(3-chloro-4-fluoro-phenyl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-trimethyl-
benzamide;

(90) 4-{2-[2-(2-chloro-4-fluoro-phenyl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-trimethyl-
benzamide;

(€2} 4-{2-[2-(3-bromo-phenyl)-4-0xo0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-ethyl } -3,N,N-trimethyl-benz-
amide;
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(92) 4-{2-[2-(2,2-difluoro-benzo[1,3]dioxol-4-y1)-4-1,3 8-
triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-
trimethyl-benzamide;

(93) 4-{2-[2-(3-chloro-2-fluoro-phenyl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-trimethyl-
benzamide;

(94) 3,N,N-trimethyl-4-(2-{4-0x0-2-[4-(1,1,2,2-tetrafluoro-
ethoxy)-phenyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl}-ethyl)-benzamide;

(95)  4-{2-[2-(4-chloro-3-methyl-phenyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl } -3,N,N-trim-
ethyl-benzamide;

(96) 4-{2-[2-(3-fluoro-4-trifluoromethyl-phenyl)-4-0xo0-1,3,
8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-
trimethyl-benzamide;

(97) 3,N,N-trimethyl-4-{2-[2-(6-methyl-pyridin-2-yl)-oxo-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-benz-
amide;

(98) 4-{2-[2-(3,4-dichloro-phenyl)-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-trimethyl-benz-
amide;

(99)  3,N,N-trimethyl-4-{2-[4-0x0-2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-benzamide;

(100) 4-{2-[2-(2,4-bis-trifluoromethyl-phenyl)-4-0xo0-1,3,8-
triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-
trimethyl-benzamide;

(101)  3,N,N-trimethyl-4-[2-(4-ox0-2-phenethyl-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl)-ethyl]-benzamide;
(102)  4-{2-[2-(2,4-dimethyl-thiazol-5-yl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl } -3,N,N-trim-

ethyl-benzamide;

(103)  4-[2-(2-cyclohexylmethyl-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-ethyl]-3,N,N-trimethyl-benz-
amide;

(104) 3,N,N-trimethyl-4-{2-[4-0x0-2-(4-trifluoromethyl-cy-
clohexyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-benzamide;

(105) 3,N,N-trimethyl-4-{2-[4-0x0-2-(2-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-benzamide;

(106) 3,N,N-trimethyl-4-{2-[4-0x0-2-(4-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-benzamide;

(107) 4-{2-[2-(4-fluoro-3-trifluoromethyl-phenyl)-4-oxo-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-
trimethyl-benzamide;

(108) 4-{2-[2-(2-cyclohexyl-ethyl)-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-trimethyl-benz-
amide;

(109)  4-{2-[2-(3-fluoro-phenyl)-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-ethyl }-3,N,N-trimethyl-benz-
amide;

(110) 4-{2-[2-(3-methanesulfonyl-phenyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl } -3,N,N-trim-
ethyl-benzamide;

(111) 3,N,N-trimethyl-4-{2-[2-(2-methyl-3-trifluoromethyl-
phenyl)-4-ox0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-ethyl}-benzamide;

(112) 3,N,N-trimethyl-4-{2-[2-(2-methyl-5-trifluoromethyl-
phenyl)-4-ox0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-ethyl}-benzamide;

(113) 4-{2-[2-(2,3-dimethyl-phenyl)-4-ox0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-trimethyl-
benzamide;
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(114)  4-{2-[2-(3-fluoro-2-methyl-phenyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-trim-
ethyl-benzamide;

(115) 4-{2-[2-(3-fluoro-5-trifluoromethyl-phenyl)-4-oxo-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-
trimethyl-benzamide;

(116) 4-{2-[2-(2-fluoro-3-trifluoromethyl-phenyl)-4-oxo-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-
trimethyl-benzamide;

(117)  4-{2-[2-(4-fluoro-3-methyl-phenyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-trim-
ethyl-benzamide;

(118) 4-{2-[2-(4-difluoromethoxy-phenyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-trim-
ethyl-benzamide;

(119) 4-{2-[2-(2-methoxy-pyridin-4-yl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-trimethyl-
benzamide;

(120)  3,N,N-trimethyl-4-{2-[2-(5-methyl-pyrazin-2-yl)-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
benzamide;

(121) 3,N,N-trimethyl-4-[2-(4-0x0-2-thiazol-4-y1-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl)-ethyl]-benzamide;
(122)  3,N,N-trimethyl-4-{2-[2-(1-methyl-1H-imidazol-2-
y1)-4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-

ethyl}-benzamide;

(123) 3,N,N-trimethyl-4-{2-[4-0x0-2-(tetrahydro-pyran-4-
y1)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
benzamide;

(124)  4-{2-[2-(4-chloro-phenoxymethyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-trim-
ethyl-benzamide;

(125)  4-{2-[2-(4-fluoro-phenoxymethyl)-4-0xo0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-trim-
ethyl-benzamide;

(126) 4-{2-[2-(4-chloro-3-trifluoromethyl-phenyl)-4-oxo-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-
trimethyl-benzamide;

(127) 4-{2-[2-(3-chloro-5-trifluoromethyl-phenyl)-4-oxo-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-
trimethyl-benzamide;

(128) 4-{2-[2-(4-chloro-2-methyl-phenyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-trim-
ethyl-benzamide;

(129)  4-{2-[2-(4-chloro-2-fluoro-phenyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-trim-
ethyl-benzamide;

(130)  4-{2-[2-(3-isopropoxymethyl-phenyl)-4-ox0-1,3,8-
triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-
trimethyl-benzamide;

(131)  4-{2-[2-(2,4-dichloro-phenoxymethyl)-4-oxo0-1,3,8-
triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-
trimethyl-benzamide;

(133) 4-{2-[2-(3-chloro-2-methyl-phenyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-trim-
ethyl-benzamide;

(134) 4-{2-[2-(2,4-dichloro-benzyl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-trimethyl-
benzamide;

(135)  3,N,N-trimethyl-4-{2-[4-0x0-2-(3-trifluoromethyl-
benzyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-benzamide;

(136) 3,N,N-trimethyl-4-{2-[4-0x0-2-(1 -trifluoromethyl-cy-
clopropyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-benzamide;
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(137) 3,N,N-trimethyl-4-{2-[4-0x0-2-(1-trifluoromethyl-cy-
clobutyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-benzamide;

(138) 3,N,N-trimethyl-4-{2-[4-0x0-2-(1-trifluoromethyl-cy-
clopentyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-benzamide;

(139) 4-{2-[2-(2-fluoro-4-trifluoromethyl-phenyl)-4-oxo-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-
trimethyl-benzamide;

(140) 3,N,N-trimethyl-4-(2-{4-0x0-2-[3-(1,1,2,2-tetra-
fluoro-ethoxy)-phenyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-
8-sulfonyl}-ethyl)-benzamide;

(141) 3,N,N-trimethyl-4-{2-[4-0x0-2-((E)-propenyl)-1,3,8-
triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl } -benzamide;

(142) 3,N,N-trimethyl-4-{2-[4-0x0-2-((E)-styryl)-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl } -benzamide;

(143)  4-[2-(2-benzothiazol-6-yl-4-ox0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-ethyl]-3,N,N-trimethyl-benz-
amide;

(144) 4-{2-[2-(4-methoxy-3-trifluoromethyl-phenyl)-4-oxo-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,
N-trimethyl-benzamide;

(145) N-{3-methyl-4-[2-(4-0x0-2-m-tolyl-1,3 8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-ethyl]-phenyl }-acetamide;

(146) N-(4-{2-[2-(2,3-dimethyl-phenyl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl }-3-methyl-phe-
nyl)-acetamide;

(147) N-(4-{2-[2-(2,3-dichloro-phenyl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl }-3-methyl-phe-
nyl)-acetamide;

(148) N-(3-methyl-4-{2-[2-(4-methyl-cyclohexyl)-4-oxo-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-phe-
nyl)-acetamide;

(149) N-(2-hydroxy-ethyl)-N-(3-methyl-4-{2-[4-0x0-2-(3-
trifluvoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl]-ethyl}-phenyl)-acetamide;

(150) acetic acid (S)-1-acetoxymethyl-2-[acetyl-(3-methyl-
4-{2-[4-0x0-2-(3-trifluoromethyl-phenyl)-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl }-phenyl)-amino]-
ethyl ester;

(151) acetic acid (S)-1-acetoxymethyl-2-[acetyl-(3-methyl-
4-{2-[4-0x0-2-(4-trifluoromethyl-phenyl)-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl }-phenyl)-amino]-
ethyl ester;

(152) acetic acid (S)-1-acetoxymethyl-2-[acetyl-(3-methyl-
4-{2-[4-0x0-2-(4-trifluoromethoxy-phenyl)-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl }-phenyl)-amino]-
ethyl ester;

(153) acetic acid (S)-1-acetoxymethyl-2-[acetyl-(4-{2-[2-
(4-fluoro-3-trifluoromethyl-phenyl)-4-oxo-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl }-3-methyl-phe-
nyl)-amino]-ethyl ester;

(154) 8-{2-[4-((S)-2,3-dihydroxy-propylamino)-2-methyl-
phenyl]-ethanesulfonyl }-2-(4-trifluoromethyl-phenyl)-1,
3,8-triaza-spiro[4.5]dec-1-en-4-one;

(155) 8-{2-[4-((S)-2,3-dihydroxy-propylamino)-2-methyl-
phenyl]-ethanesulfonyl }-2-(3-trifluoromethyl-phenyl)-1,
3,8-triaza-spiro[4.5]dec-1-en-4-one;

(156) 8-{2-[4-((S)-2,3-dihydroxy-propylamino)-2-methyl-
phenyl]-ethanesulfonyl }-2-(4-trifluoromethoxy-phenyl)-
1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(157) 2-(3-chloro-phenyl)-8-{2-[4-((S)-2,3-dihydroxy-pro-
pylamino)-2-methyl-phenyl]-ethanesulfonyl}-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(158) 2-(4-chloro-phenyl)-8-{2-[4-((S)-2,3-dihydroxy-pro-
pylamino)-2-methyl-phenyl]-ethanesulfonyl}-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;
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(159)  8-{2-[4-(2-hydroxy-ethylamino)-2-methyl-phenyl]-
ethanesulfonyl }-2-(3-trifluoromethoxy-phenyl)-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(160)  8-{2-[4-(2-hydroxy-ethylamino)-2-methyl-phenyl]-
ethanesulfonyl }-2-(3-trifluoromethyl-phenyl)-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(161)  8-{2-[4-(2-hydroxy-ethylamino)-2-methyl-phenyl]-
ethanesulfonyl }-2-(4-trifluoromethyl-phenyl)-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(162) {4-[2-(2-tert-butyl-4-0x0-1,3,8-triaza-spiro[4.5]dec-
1-ene-8-sulfonyl)-ethyl]-3-methyl-benzyl} -carbamic acid
tert-butyl ester;

(163)  (4-{2-[2-(4,4-difluoro-cyclohexyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3-methyl-
benzyl)-carbamic acid tert-butyl ester;

(164) (4-{2-[2-(4-fluoro-3-trifluoromethyl-phenyl)-4-oxo-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3-
methyl-benzyl)-carbamic acid tert-butyl ester;

(165) (3-methyl-4-{2-[4-0x0-2-(tetrahydro-pyran-4-y1)-1,3,
8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-benzyl)-
carbamic acid tert-butyl ester;

(166) 8-[2-(3-amino-phenyl)-ethanesulfonyl]-2-cyclohexyl-
1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(167) N-{4-[2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-ethyl]-phenyl } -acetamide;

(168)  3,N,N-trimethyl-4-(2-{4-0x0-2-[3-(2,2,2-trifluoro-
ethoxymethyl)-phenyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-
8-sulfonyl}-ethyl)-benzamide;

(169)  4-(2-{2-[3-(2,2-difluoro-ethoxymethyl)-phenyl]-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl}-ethyl)-
3,N,N-trimethyl-benzamide;

(170) 3,N,N-trimethyl-4-(2-{4-0x0-2-[3-(2,2,3,3-tetra-
fluoro-propoxymethyl)-phenyl]-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl}-ethyl)-benzamide;

(171)  4-(2-{2-[3-(3,5-dimethyl-isoxazol-4-y1)-phenyl]-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl}-ethyl)-
3,N,N-trimethyl-benzamide;

(172)  4-[2-(2-biphenyl-3-yl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-ethyl]-3,N,N-trimethyl-benz-
amide;

(173) 3,N,N-trimethyl-4-{2-[4-0x0-2-(3-pyridin-3-yl-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
benzamide;

(174) 3-{8-[2-(4-dimethylcarbamoyl-2-methyl-phenyl)-eth-
anesulfonyl]-4-oxo0-1,3,8-triaza-spiro[4.5]dec-1-en-2-
yl}-benzoic acid methyl ester;

(175) 4-(2-{2-[1-(2,4-dichloro-phenoxy)-1-methyl-ethyl]-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl}-ethyl)-
3,N,N-trimethyl-benzamide;

(176) 3,N,N-trimethyl-4-{2-[4-0x0-2-(2,3 4-trifluoro-phe-
noxymethyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-ethyl}-benzamide;

(177) 2-cyclohexyl-4-ox0-1,3,8-triaza-spiro[4.5]dec-1-ene-
8-sulfonic acid (3-ethyl-phenyl)-amide;

(178)  2-cyclohexyl-8-[(E)-2-(1H-indol-5-y1)-ethenesulfo-
nyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(179)  2-cyclohexyl-8-[(E)-2-(2-trifluoromethyl-phenyl)-
ethenesulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(180)  2-cyclohexyl-8-[(E)-2-(3-methoxy-phenyl)-ethene-
sulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(181)  2-cyclohexyl-8-[(E)-2-(2-methoxy-phenyl)-ethene-
sulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(182) 2-cyclohexyl-8-[(E)-2-(1H-indol-4-yl)-ethenesulfo-
nyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(183)  2-cyclohexyl-8-[(E)-2-(2-fluoro-6-trifluoromethyl-
phenyl)-ethenesulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;
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(184) 2-cyclohexyl-8-[(E)-2-(2,3-difluoro-phenyl)-ethene-
sulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(185)  2-cyclohexyl-8-[(E)-2-(3-fluoro-2-trifluoromethyl-
phenyl)-ethenesulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(186) 2-cyclohexyl-8-((E)-2-o-tolyl-ethenesulfonyl)-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;

(187) 2-cyclohexyl-8-{(E)-2-[4-(2-hydroxy-ethyl)-phenyl]-
ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;
(188)  2-cyclohexyl-8-[(E)-2-(2-0x0-2,3-dihydro-benzox-
azol-7-yl)-ethenesulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-

en-4-one;

(189) 4-[(E)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-vinyl]-indole-1-carboxylic  acid
dimethylamide;

(190)  N-{2-[(E)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-vinyl]-3-methyl-phenyl}-ac-
etamide;

(191) 2-cyclohexyl-8-{(E)-2-[1-((S)-2,3-dihydroxy-pro-
pyl)-1H-indol-4-yl]-ethenesulfonyl}-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(192) 2-cyclohexyl-8-{(E)-2-[1-(2-morpholin-4-yl-ethyl)-
1H-indol-4-y1]-ethenesulfonyl }-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(193)  2-{4-[(BE)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-vinyl]-indol-1-y1}-N,N-dim-
ethyl-acetamide;

(194)  3-{4-[(E)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-vinyl]-3-trifluoromethyl-phe-
nyl}-1,1-dimethyl-urea;

(195) cyclopropanecarboxylic acid {4-[(E)-2-(2-cyclo-
hexyl-4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl)-vinyl]-3-trifluoromethyl-phenyl}-amide;

(196)  N-{4-[(E)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-vinyl]-3-trifluoromethyl-phe-
nyl}-2-hydroxy-acetamide;

(197) {3-[(B)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-vinyl]-4-methyl-phenyl}-carbamic
acid methyl ester;

(198)  1-{4-[(E)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-vinyl]-3-trifluoromethyl-phe-
nyl}-3-(2-hydroxy-ethyl)-urea;

(199) 2-cyclohexyl-8-{(E)-2-[5-(2-hydroxy-ethylamino)-2-
methyl-phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(200) 2-cyclohexyl-8-{(E)-2-[2-(2-hydroxy-ethylamino)-6-
methyl-phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(201)  2-{4-[(BE)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-vinyl]-3-trifluoromethyl-phe-
nylamino}-N, N-dimethyl-acetamide;

(202) 2-cyclohexyl-8-{(E)-2-[1-((S)-2,2-dimethyl-[1,3]di-
oxolan-4-ylmethyl)-3-fluoro-1H-indol-4-yl]-ethenesulfo-
nyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(203) 2-cyclohexyl-8-{(E)-2-[2-methyl-4-(3,3,4,4-tetra-
fluoro-pyrrolidine-1-carbonyl)-phenyl]-ethenesulfonyl} -
1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(204)  N-{4-[(E)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-vinyl]-3,5-dimethyl-phenyl} -
acetamide;

(205) {4-[(B)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-vinyl]-3-trifluoromethyl-benzyl} -
carbamic acid tert-butyl ester;

(206) 2-cyclohexyl-8-{(E)-2-[4-((R)-2,3-dihydroxy-
propoxy)-2,6-dimethyl-phenyl]-ethenesulfonyl}-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;
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(207) 2-cyclohexyl-8-((E)-2-{2-methyl-4-[(2-0x0-0xazoli-
din-5-ylmethyl)-amino]-phenyl}-ethenesulfonyl)-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;

(208)  2-{4-[(BE)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-vinyl]-phenyl}-N-(2-dimeth-
ylamino-ethyl)-acetamide;

(209)  3-{(B)-2-[2-(4-methyl-cyclohexyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl }-benzonitrile;

(210)  8-{(E)-2-[4-(3,4-dihydroxy-butoxy)-2-methyl-phe-
nyl]-ethenesulfonyl}-2-(3-triflucromethyl-phenyl)-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;

(211) 8-{(B)-2-[4-(2-hydroxy-ethylamino)-2-trifluorom-
ethyl-phenyl]-ethenesulfonyl }-2-(3-trifluoromethyl-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(212)  8-{(E)-2-[2-methyl-4-(pyrrolidine-1-carbonyl)-phe-
nyl]-ethenesulfonyl}-2-(3-triflucromethyl-phenyl)-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;

(213) 3-methyl-4-{(B)-2-[4-0x0-2-(3-trifluoromethyl-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl} -
benzenesulfonamide;

(214) N-(2-hydroxy-ethyl)-3,N-dimethyl-4-{(E)-2-[4-0ox0-
2-(3-trifluoromethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-
1-ene-8-sulfonyl]-vinyl}-benzamide;

(215)  N-(3-methyl-4-{(E)-2-[4-0x0-2-(3-trifluoromethyl-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-phenyl)-acetamide;

(216) 8-{(E)-2-[2-methyl-4-(4-methyl-piperazine-1-carbo-
nyl)-phenyl]-ethenesulfonyl}-2-(3-trifluoromethyl-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(217) 3-methyl-4-{(B)-2-[4-0x0-2-(3-trifluoromethyl-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl} -
N-(2,2,2-trifluoro-ethyl)-benzenesulfonamide;

(218)  3-methyl-N-(2-morpholin-4-yl-ethyl)-4-{(E)-2-[4-
0x0-2-(3-trifluoromethyl-phenyl)-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl]-vinyl}-benzenesulfonamide;

(219) 3-methyl-4-{(B)-2-[4-0x0-2-(3-trifluoromethyl-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl} -
N-pyridin-3-yl-benzenesulfonamide;

(220) 8-{(B)-2-[4-((R)-4-hydroxy-2-oxo-pyrrolidin-1-y1)-2-
methyl-phenyl]-ethenesulfonyl }-2-(3-trifluoromethyl
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(221) 8-{(E)-2-[4-((R)-2-hydroxymethyl-5-0xo-pyrrolidin-
1-yl)-2-methyl-phenyl]-ethenesulfonyl}-2-(3-trifluorom-
ethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(222) 8-{(B)-2-[4-((R)-5-hydroxymethyl-2-0x0-oxazolidin-
3-yl)-2-methyl-phenyl]-ethenesulfonyl}-2-(3-trifluorom-
ethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(223) 8-((B)-2-{4-[3-(3-dimethylamino-propoxy)-azetidine-
1-carbonyl]-2,6-dimethyl-phenyl}-ethenesulfonyl)-2-(3
triffuoromethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(224) N-(4-hydroxy-butyl)-3-methyl-4-{(E)-2-[4-0x0-2-tri-
fluoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-
8-sulfonyl]-vinyl}-benzenesulfonamide;

(225) N-methyl-N-(4-methyl-3-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]|dec-1-ene-8-
sulfonyl]-vinyl}-phenyl)-acetamide;

(226)  8-[(E)-2-(3-hydroxy-2-methyl-phenyl)-ethenesulfo-
nyl]-2-(3-trifluoromethoxy-phenyl)-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(227)  8-[(E)-2-(5-hydroxy-2-methyl-phenyl)-ethenesulfo-
nyl]-2-(3-trifluoromethoxy-phenyl)-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(228) N-(3-methyl-4-{(E)-2-[4-0x0-2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-phenyl)-N-(1-methyl-piperidin-4-yl)-acetamide;
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(229) N-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl]-vinyl}-phenyl)-methanesulfonamide;

(230) 8-{(B)-2-[4-(4-hydroxy-piperidine-1-carbonyl)-2-
methyl-phenyl]-ethenesulfonyl}-2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(231) 3,N,N-trimethyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl]-vinyl}-benzamide;

(232) N-(2-hydroxy-ethyl)-N-(3-methyl-4-{(E)-2-[4-0x0-2-
(3-trifluoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]|dec-
1-ene-8-sulfonyl]-vinyl }-phenyl)-acetamide;

(233) 3-fluoro-N,N-dimethyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl]-vinyl}-benzamide;

(234) 8-{(B)-2-[2,5-dichloro-4-(3,4-dihydroxy-butoxy)-
phenyl]-ethenesulfonyl }-2-(3-trifluoromethoxy-phenyl)-
1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(235)  8-{(E)-2-[4-(3-dimethylamino-propoxy)-2-methyl-
phenyl]-ethenesulfonyl }-2-(3-trifluoromethoxy-phenyl)-
1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(236) N-methyl-N-(2-methyl-3-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl]-vinyl}-phenyl)-acetamide;

(237) N-methyl-N-(3-methyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl]-vinyl}-phenyl)-acetamide;

(238) N-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl]-vinyl}-phenyl)-acetamide;

(239) N-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl]-vinyl}-phenyl)-N-methyl-acetamide;

(240)  2-cycloheptyl-8-{(E)-2-[1-((S)-2,3-dihydroxy-pro-
pyl)-1H-indol-4-yl]-ethenesulfonyl}-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(241) 2-(4,4-difluoro-cyclohexyl)-8-{(E)-2-[1-((S)-2,3-di-
hydroxy-propyl)-1H-indol-4-yl]-ethenesulfonyl}-1,3, tri-
aza-spiro[4.5]dec-1-en-4-one;

(242)  8-{(B)-2-[4-((R)-2,3-dihydroxy-propoxy)-2,6-dim-
ethyl-phenyl]-ethenesulfonyl } -2-(4-fluoro-3-trifluorom-
ethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(243)  8-{(B)-2-[4-((R)-2,3-dihydroxy-propoxy)-2,6-dim-
ethyl-phenyl]-ethenesulfonyl } -2-(2-fluoro-3-trifluorom-
ethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(244)  2-(2-fluoro-3-trifluoromethyl-phenyl)-8-{(E)-2-(4-
hydroxy-piperidine-1-carbonyl)-2,6-dimethyl-phenyl
ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(245) 8-{(BE)-2-[1-((S)-2,2-dimethyl-[1,3]dioxolan-4-ylm-
ethyl)-1H-indol-4-yl]-ethenesulfonyl}-2-(4-trifluorom-
ethyl-cyclohexyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(246) 8-{(B)-2-[1-(2,2-dimethyl-[ 1,3]dioxolan-4-ylmethyl)-
1H-indol-4-y1]-ethenesulfonyl}-2-(tetrahydro-pyran-4-
y)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(247)  8-{(E)-2-[4-(3,4-dihydroxy-butoxy)-2-methyl-phe-
nyl]-ethenesulfonyl}-2-(2-fluoro-3-trifluoromethyl-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(248)  2-(2-fluoro-3-trifluoromethyl-phenyl)-8-{(E)-2-[2-
methyl-4-(pyrrolidine-1-carbonyl)-phenyl]-ethenesulfo-
nyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(249)  2-(2,4-dichloro-phenyl)-8-{(E)-2-[1-((S)-2,3-dihy-
droxy-propyl)-1H-indol-4-yl]-ethenesulfonyl}-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(250) 2-(4-chloro-phenyl)-8-{(B)-2-[1-((S)-2,3-dihydroxy-
propyl)-1H-indol-4-yl]-ethenesulfonyl}-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;
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(251) 2-cyclohexyl-8-[(E)-4-(1H-indol-4-yl)-but-3-ene-1-
sulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(252) 2-cyclohexyl-8-[(E)-5-(1H-indol-4-yl)-pent-4-ene-1-
sulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(253)  2-cyclohexyl-8-{(B)-3-[1-(2,3-dihydroxy-propyl)-
1H-indol-4-yl]-prop-2-ene-1-sulfonyl }-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(254)  8-{(E)-2-[3-(3,4-dihydroxy-butoxy)-2-methyl-phe-
nyl]-ethenesulfonyl}-2-(3-trifluoromethoxy-phenyl)-1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;

(255)  8-{(E)-2-[5-(3,4-dihydroxy-butoxy)-2-methyl-phe-
nyl]-ethenesulfonyl}-2-(3-trifluoromethoxy-phenyl)-1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;

(256)  8-{(BE)-2-[3-(2-hydroxy-ethoxy)-2-methyl-phenyl]-
ethenesulfonyl }-2-(3-trifluoromethoxy-phenyl)-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(257) N-(2-hydroxy-ethyl)-N-(4-methyl-3-{(E)-2-[4-0x0-2-
(3-trifluoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-
1-ene-8-sulfonyl]-vinyl }-phenyl)-acetamide;

(258) 8-{(E)-2-[4-((R)-2-hydroxymethyl-5-0xo-pyrrolidin-
1-y1)-2,6-dimethyl-phenyl]-ethenesulfonyl} -2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(259) N-(4-{(E)-2-[2-(2-fluoro-3-trifluoromethyl-phenyl)-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-3-methyl-phenyl)-N-(2-hydroxy-ethyl)-acetamide;

(260) N-(3-methyl-4-{(E)-2-[4-0x0-2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-phenyl)-N-piperidin-4-yl-acetamide;

(261) 2-cyclohexyl-8-[2-(2-0x0-2,3-dihydro-benzoxazol-7-
yD)-ethanesulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(262) 2-cyclohexyl-8-[5-(1H-indol-4-yl)-pentane-1-sulfo-
nyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(263)  2-cyclohexyl-8-[4-(1H-indol-4-yl)-butane-1-sulfo-
nyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(264) N-methyl-N-(2-methyl-3-{2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]|dec-1-ene-8-
sulfonyl]-ethyl}-phenyl)-acetamide;

(265) N-methyl-N-(4-methyl-3-{2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]|dec-1-ene-8-
sulfonyl]-ethyl}-phenyl)-acetamide;

(266)  8-{2-[3-(3,4-dihydroxy-butoxy)-2-methyl-phenyl]-
ethanesulfonyl }-2-(3-trifluoromethoxy-phenyl)-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(267)  8-{2-[5-(3,4-dihydroxy-butoxy)-2-methyl-phenyl]-
ethanesulfonyl }-2-(3-trifluoromethoxy-phenyl)-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(268)  8-{2-[4-((R)-2-hydroxymethyl-5-oxo-pyrrolidin-1-
y1)-2-methyl-phenyl]-ethanesulfonyl}-2-(3-trifluorom-
ethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(269) 2-cyclohexyl-8-[2-(1H-indol-5-yl)-ethanesulfonyl]-1,
3,8-triaza-spiro[4.5]dec-1-en-4-one;

(270)  2-{4-[2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-ethyl]-3-trifluoromethyl-phe-
nylamino}-N, N-dimethyl-acetamide;

(271) cyclopropanecarboxylic acid {4-[2-(2-cyclohexyl-4-
oxo0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl)-ethyl]-
3-trifluoromethyl-phenyl}-amide;

(272) {4-[2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]dec-
1-ene-8-sulfonyl)-ethyl]-3-trifluoromethyl-benzyl} -car-
bamic acid tert-butyl ester;

(273)  3-{4-[2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-ethyl]-3-trifluoromethyl-phenyl } -
1,1-dimethyl-urea;
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(274) {3-[2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]dec-
1-ene-8-sulfonyl)-ethyl]-4-methyl-phenyl}-carbamic acid
methyl ester;

(275) 2-cyclohexyl-8-{2-[5-(2-hydroxy-ethylamino)-2-
methyl-phenyl]-ethanesulfonyl}-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(276) N-{2-[2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-ethyl]-3-methyl-phenyl} -acet-
amide;

(277)  2-cyclohexyl-8-(2-o-tolyl-ethanesulfonyl)-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(278)  1-{4-[2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-ethyl]-3-trifluoromethyl-phenyl} -
3-(2-hydroxy-ethyl)-urea;

(279) 2-cyclohexyl-8-{2-[4-((R)-2,3-dihydroxy-propoxy)-2,
6-dimethyl-phenyl]-ethanesulfonyl}-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(280) 2-cyclohexyl-8-{2-[4-(2-hydroxy-ethyl)-phenyl]-eth-
anesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(281) 2-cyclohexyl-8-(2-{2-methyl-4-[(2-0x0-0xazolidin-5-
ylmethyl)-amino]-phenyl }-ethanesulfonyl)-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(282)  2-{4-[2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-ethyl]-phenyl }-N-(2-dimethyl-
amino-ethyl)-acetamide;

(283) 2-cyclohexyl-8-{2-[2-methyl-4-(3,3,4,4-tetrafluoro-
pyrrolidine-1-carbonyl)-phenyl]-ethanesulfonyl}-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;

(284)  8-{2-[4-(3,4-dihydroxy-butoxy)-2-methyl-phenyl]-
ethanesulfonyl }-2-(3-trifluoromethyl-phenyl)-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(285) 8-{2-[4-(4-hydroxy-piperidine-1-carbonyl)-2-methyl-
phenyl]-ethanesulfonyl }-2-(3-trifluoromethoxy-phenyl)-
1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(286)  8-{2-[4-(2-hydroxy-ethylamino)-2-trifluoromethyl-
phenyl]-ethanesulfonyl }-2-(3-trifluoromethyl-phenyl)-1,
3,8-triaza-spiro[4.5]dec-1-en-4-one;

(287) N-(4-hydroxy-butyl)-3-methyl-4-{2-[4-0x0-2-(3-trif-
luoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-
8-sulfonyl]-ethyl}-benzenesulfonamide;

(288)  8-{2-[2-methyl-4-(pyrrolidine-1-carbonyl)-phenyl]-
ethanesulfonyl }-2-(3-triffuoromethyl-phenyl)-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(289) 8-{2-[2-methyl-4-(4-methyl-piperazine-1-carbonyl)-
phenyl]-ethanesulfonyl }-2-(3-trifluoromethyl-phenyl)-1,
3,8-triaza-spiro[4.5]dec-1-en-4-one;

(290) 3-methyl-4-{2-[4-0x0-2-(3-trifluoromethyl-phenyl)-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl }-N(2,
2,2-trifluoro-ethyl)-benzenesulfonamide;

(291) 3-methyl-4-{2-[4-0x0-2-(3-trifluoromethyl-phenyl)-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-ben-
zenesulfonamide;

(292) 3-methyl-N-(2-morpholin-4-yl-ethyl)-4-{2-[4-0x0-2-
(3-trifluoromethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl]-ethyl}-benzenesulfonamide;

(293) 3-fluoro-N,N-dimethyl-4-{2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl]-ethyl}-benzamide;

(294) 3-methyl-4-{2-[4-0x0-2-(3-trifluoromethyl-phenyl)-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-N-
pyridin-3-yl-benzenesulfonamide;

(295)  8-{2-[4-(3-dimethylamino-propoxy)-2-methyl-phe-
nyl]-ethanesulfonyl }-2-(3-trifluoromethoxy-phenyl)-1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;

(296)  8-{2-[4-((R)-5-hydroxymethyl-2-0x0-oxazolidin-3-
y1)-2-methyl-phenyl]-ethanesulfonyl} -2-(3-trifluorom-
ethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-4-one;
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(297) 8-{2-[4-((R)-4-hydroxy-2-oxo-pyrrolidin-1-y1)-2-
methyl-phenyl]-ethanesulfonyl } -2-(3-trifluoromethyl-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(298) N-(3-methyl-4-{2-[4-0x0-2-(3-trifluoromethyl-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
phenyl)-acetamide;

(299) N-methyl-N-(3-methyl-4-{2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]|dec-1-ene-8-
sulfonyl]-ethyl}-phenyl)-acetamide;

(300) 2-hydroxy-N-methyl-N-(3-methyl-4-{2-[4-0x0-2-(3-
triffuoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl]-ethyl}-phenyl)-acetamide;

(301) 1-methyl-1-(3-methyl-4-{2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]|dec-1-ene-8-
sulfonyl]-ethyl }-phenyl)-urea;

(302) N-{4-[2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-ethyl]-3,5-dimethyl-phenyl} -acet-
amide;

(303) 2-cyclohexyl-8-[2-(1H-indol-4-yl)-ethanesulfonyl]-1,
3,8-triaza-spiro[4.5]dec-1-en-4-one;

(304) 2-(3-trifluoromethoxy-phenyl)-8-[2-(2-trifluorom-
ethyl-phenyl)-ethanesulfonyl]-1,3,8-triaza-spiro[4.5]dec-
1-en-4-one;

(305) 8-[2-(1H-indol-4-yl)-ethanesulfonyl]-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(306) 8-[2-(1H-indol-4-yl)-ethanesulfonyl]-2-(4-methyl-cy-
clohexyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(307) 8-[2-(2,2-difluoro-benzo[1,3]dioxol-4-yl)-ethanesul-
fonyl]-2-(3-trifluoromethoxy-phenyl)-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(308) 8-[2-(1-methyl-1H-indol-7-yl)-ethanesulfonyl]-2-(3-
triffuoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;

(309) 2-cyclohexyl-8-{2-[1-((S)-2,3-dihydroxy-propyl)-1H-
indol-4-yl]-ethanesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;

(310) 4-[2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]dec-
1-ene-8-sulfonyl)-ethyl]-indole-1-carboxylic acid dim-
ethylamide;

(311) 8-[3-(1H-indol-4-yl)-propane-1-sulfonyl]-2-(4-
methyl-cyclohexyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(312)  2-cyclohexyl-8-[2-(1-methanesulfonyl-1H-indol-4-
yD)-ethanesulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(313)  2-cyclohexyl-8-{2-[1-(2-dimethylamino-ethyl)-1H-
indol-4-yl]-ethanesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;

(314) 8-[2-(4-amino-2-trifluoromethyl-phenyl)-ethanesulfo-
nyl]-2-cyclohexyl-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(315)  2-cyclohexyl-8-[3-(3-trifluoromethyl-phenyl)-pro-
pane-1-sulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(316) 2-cyclohexyl-8-(3-m-tolyl-propane-1-sulfonyl)-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;

(317)  2-cyclohexyl-8-[3-(3-hydroxy-phenyl)-propane-1-
sulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(318)  2-cyclohexyl-8-[3-(2-hydroxy-phenyl)-propane-1-
sulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(319) 8-(2-benzo[b]thiophen-3-yl-ethanesulfonyl)-2-cyclo-
hexyl-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(320) 2-cyclohexyl-8-(2-isoquinolin-5-yl-ethanesulfonyl)-1,
3,8-triaza-spiro[4.5]dec-1-en-4-one;

(321) 2-cyclohexyl-8-{2-[4-((S)-2,3-dihydroxy-propy-
lamino)-2-methyl-phenyl]-ethanesulfonyl}-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;
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(322)  8-{2-[1-((S)-2,3-dihydroxy-propyl)-1H-indol-4-y1]-
ethanesulfonyl }-2-(4-trifluoromethyl-cyclohexyl)-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;

(323) 2-cyclohexyl-8-[2-(2-trifluoromethyl-phenyl)-ethane-
sulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(324) 4-[3-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]dec-
1-ene-8-sulfonyl)-propyl]-N,N-dimethyl-benzamide;

(325) 8-{2-[4-((R)-2,3-dihydroxy-propoxy)-2-methyl-phe-
nyl]-ethanesulfonyl }-2-(3-trifluoromethoxy-phenyl)-1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;

(326) N-(2-hydroxy-ethyl)-N-(4-methyl-3-{2-[4-0x0-2-(3-
trifluvoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl]-ethyl}-phenyl)-acetamide;

(327) N-(2-hydroxy-ethyl)-N-(2-methyl-3-{2-[4-0x0-2-(3-
trifluvoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl]-ethyl}-phenyl)-acetamide;

(328) 8-[3-(3-amino-phenyl)-propane-1-sulfonyl]-2-cyclo-
hexyl-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(329) N,N-dimethyl-4-{5-[4-0x0-2-(3-trifluoromethyl-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-thio-
phen-2-yl}-benzamide;

(330) N,N-dimethyl-3-{5-[4-0x0-2-(3-trifluoromethyl-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-thio-
phen-2-yl}-benzamide;

(331)  3,N,N-trimethyl-4-{5-[4-0x0-2-(3-trifluoromethyl-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
thiophen-2-y1}-benzamide;

(332) N-{4-[5-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-thiophen-2-yl]-3-methyl-phenyl} -
acetamide;

(333) 4-{5-[2-(4-fluoro-3-trifluoromethyl-phenyl)-4-oxo-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl|-thiophen-2-
y1}-3,N,N-trimethyl-benzamide;

(334) 3-{5-[2-(4-fluoro-3-trifluoromethyl-phenyl)-4-oxo-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl|-thiophen-2-
yl1}-4 N N-trimethyl-benzamide;

(335) 2-methyl-3'-[4-0x0-2-(3-trifluoromethoxy-phenyl)-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl|-biphenyl-4-
carboxylic acid dimethylamide;

(336) 2-methyl-4'-[4-0x0-2-(3-trifluoromethoxy-phenyl)-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl|-biphenyl-4-
carboxylic acid dimethylamide;

(337) 3,N,N-trimethyl-4-{6-[4-0x0-2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
pyridin-2-y1}-benzamide;

(338) 2-cyclohexyl-8-{2-[2-(3,5-dimethyl-isoxazol-4-yl)-
phenyl]-ethanesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(339) 2-cyclohexyl-8-{2-[2-(6-methoxy-pyridin-3-yl)-phe-
nyl]-ethanesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(340)  2-cyclohexyl-8-{2-[2-(1-methyl-1H-pyrazol-4-yl)-
phenyl]-ethanesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(341)  8-{5-[4-(3,4-dihydroxy-butoxy)-2-methyl-phenyl]-
thiophene-2-sulfonyl}-2-(4-fluoro-3-trifluoromethyl-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(342) N-(4-{5-[2-(4-fluoro-3-trifluoromethyl-phenyl)-4-
ox0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-thio-
phen-2-y1}-3-methyl-phenyl)-N-(2-hydroxy-ethyl)-acet-
amide;

(343) 2-cyclohexyl-8-((E)-2-thiazol-2-yl-ethenesulfonyl)-1,
3,8-triaza-spiro[4.5]dec-1-en-4-one;

(344) 2-cyclohexyl-8-((E)-2-cyclopentyl-ethenesulfonyl)-1,
3,8-triaza-spiro[4.5]dec-1-en-4-one;

(345) 2-cyclohexyl-8-(2-thiazol-2-yl-ethanesulfonyl)-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;
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(346)  2-cyclohexyl-8-[3-(4-methoxy-phenyl)-propane-1-
sulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(347)  N-benzyl-2-(2-cyclohexyl-4-oxo-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-benzamide;

(348)  8-(3-chloro-benzenesulfonyl)-2-[3-(morpholine-4-
carbonyl)-phenyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(349) 3-[8-(3-chloro-benzenesulfonyl)-4-oxo-1,3,8-triaza-
spiro[4.5]dec-1-en-2-yl]-N-methyl-N-phenyl-benzamide;

(350) N-benzyl-3-[8-(3-chloro-benzenesulfonyl)-4-o0x0-1,3,
8-triaza-spiro[4.5]dec-1-en-2-yl]-benzamide;

(351) 3-[8-(3-chloro-benzenesulfonyl)-4-0xo0-1,3,8-triaza-
spiro[4.5]dec-1-en-2-yl]-N,N-dimethyl-benzamide;

(352) 8-{2-[4-(4-methanesulfonyl-piperazine-1-carbonyl)-
2-methyl-phenyl]-ethanesulfonyl}-2-(3-trifluoromethyl-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(353) N—[(R)-1-(3-methyl-4-{2-[4-0x0-2-(3-trifluorom-
ethyl-phenyl)-1,3,8-triaza-spiro[ 4.5]dec-1-ene-8-sulfo-
nyl]-ethyl}-benzoyl)-pyrrolidin-3-yl]-acetamide;

(354) 8-{2-[2-methyl-4-((S)-2-trifluoromethyl-pyrrolidine-
1-carbonyl)-phenyl]-ethanesulfonyl}-2-(3-trifluorom-
ethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(355)  8-{2-[4-((R)-3-hydroxy-pyrrolidine-1-carbonyl)-2-
methyl-phenyl]-ethanesulfonyl } -2-(3-trifluoromethyl-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(356)  8-{2-[4-((S)-2-hydroxymethyl-pyrrolidine-1-carbo-
nyl)-2-methyl-phenyl]-ethanesulfonyl}-2-(3-trifluorom-
ethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(357) 8-(2-{4-[4-(2-hydroxy-ethyl)-piperidine-1-carbonyl]-
2-methyl-phenyl } -ethanesulfonyl)-2-(3-trifluoromethyl-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(358)  8-(2-{2-methyl-4-[4-(3-methyl-[ 1,2,4]oxadiazol-5-
yD)-piperidine-1-carbonyl]-phenyl}-ethanesulfonyl)-2-(3-
triffuoromethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(359) 8-{2-[2-methyl-4-(4-pyrimidin-2-yl-piperazine-1-car-
bonyl)-phenyl]-ethanesulfonyl}-2-(3-trifluoromethyl-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(360)  4-(3-methyl-4-{2-[4-0x0-2-(3-trifluoromethyl-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
benzoyl)-piperazine-1-sulfonic acid dimethylamide;

(361) 8-{2-[2-methyl-4-(4-pyridin-2-yl-piperazine-1-carbo-
nyl)-phenyl]-ethanesulfonyl}-2-(3-trifluoromethyl-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(362) 8-[2-(4-{4-[2-(2-hydroxy-ethoxy)-ethyl]-piperazine-
1-carbonyl}-2-methyl-phenyl)-ethanesulfonyl]-2-(3-trif-
luoromethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(363) 8-(2-{2-methyl-4-[4-(2-morpholin-4-yl-ethyl)-pipera-
zine-1-carbonyl]-phenyl}-ethanesulfonyl)-2-(3-trifluo-
romethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(364) 8-{2-[2-methyl-4-(4-thiazol-2-yl-piperazine-1-carbo-
nyl)-phenyl]-ethanesulfonyl}-2-(3-trifluoromethyl-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(365) 8-{2-[4-(4,4-difluoro-piperidine-1-carbonyl)-2-
methyl-phenyl]-ethanesulfonyl } -2-(3-trifluoromethyl-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(366)  8-(2-{4-[4-(3-hydroxy-propyl)-piperazine-1-carbo-
nyl]-2-methyl-phenyl}-ethanesulfonyl)-2-(3-trifluorom-
ethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(367)  (S)-1-(3-methyl-4-{2-[4-0x0-2-(3-trifluoromethyl-
phenyl)-1,3.8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-benzoyl)-pyrrolidine-2-carboxylic acid amide;

(368) 8-{2-[2-methyl-4-(3,3,4,4-tetrafluoro-pyrrolidine-1-
carbonyl)-phenyl]-ethanesulfonyl}-2-(3-trifluoromethyl-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;
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(369)  (R)-1-(3-methyl-4-{2-[4-0x0-2-(3-trifluoromethyl-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-benzoyl)-pyrrolidine-2-carboxylic acid amide;

(370)  8-{2-[4-((S)-3-hydroxy-pyrrolidine-1-carbonyl)-2-
methyl-phenyl]-ethanesulfonyl}-2-(3-trifluoromethyl-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(371)  8-{2-[4-((R)-2-hydroxymethyl-pyrrolidine-1-carbo-
nyl)-2-methyl-phenyl]-ethanesulfonyl}-2-(3-trifluorom-
ethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(372)  8-{2-[4-((S)-3-dimethylamino-pyrrolidine-1-carbo-
nyl)-2-methyl-phenyl]-ethanesulfonyl}-2-(3-trifluorom-
ethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(373) 8-{2-[4-(4-tert-butyl-piperazine-1-carbonyl)-2-
methyl-phenyl]-ethanesulfonyl}-2-(3-trifluoromethyl-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(374) 8-(2-{4-[4-(3-dimethylamino-propyl)-piperazine-car-
bonyl]-2-methyl-phenyl}-ethanesulfonyl)-2-(3-trifluo-
romethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(375) 8-(2-{4-[4-(4-fluoro-phenyl)-piperazine-1-carbonyl]-
2-methyl-phenyl}-ethanesulfonyl)-2-(3-trifluoromethyl-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(376) 8-{2-[4-(4-isopropyl-piperazine-1-carbonyl)-2-
methyl-phenyl]-ethanesulfonyl}-2-(3-trifluoromethyl-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(377) 8-{2-[4-(3-hydroxy-azetidine-1-carbonyl)-2-meth
phenyl]-ethanesulfonyl }-2-(3-trifluoromethyl-phenyl)-1,
3,8-triaza-spiro[4.5]dec-1-en-4-one;

(378) 8-{2-[4-(3-fluoro-pyrrolidine-1-carbonyl)-2-met phe-
nyl]-ethanesulfonyl }-2-(3-trifluoromethyl-phenyl)-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;

(379) 8-{2-[4-(3-fluoro-azetidine-1-carbonyl)-2-methyl-
phenyl]-ethanesulfonyl }-2-(3-trifluoromethyl-phenyl)-1,
3,8-triaza-spiro[4.5]dec-1-en-4-one;

(380)  8-{2-[2-methyl-4-(piperidine-1-carbonyl)-phenyl]-
ethanesulfonyl }-2-(3-trifluoromethyl-phenyl)-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(381) 8-{2-[4-(azetidine-1-carbonyl)-2-methyl-phenyl]eth-
anesulfonyl}-2-(3-trifluoromethyl-phenyl)-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(382)  4-(3-methyl-4-{2-[4-0x0-2-(3-trifluoromethyl-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
benzoyl)-piperazine-1-carboxylic acid dimethylamide;

(383) 3,5,N,N-tetramethyl-4-{(E)-2-[4-0x0-2-(3-trifluorom-
ethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-vinyl}-benzamide;

(384) 8-{(E)-2-[4-(4-hydroxy-piperidine-1-carbonyl)-2-di-
methyl-phenyl]-ethenesulfonyl}-2-(3-trifluoromethyl
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(385) 8-{(E)-2-[4-(3-hydroxy-azetidine-1-carbonyl)-2,6-di-
methyl-phenyl]-ethenesulfonyl}-2-(3-trifluoromethyl
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(386) 8-{(E)-2-[4-(4-hydroxy-4-hydroxymethyl-piperidine-
1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(3
trifluvoromethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(387)  8-{(E)-2-[4-((3R,4R)-3-dimethylamino-4-hydroxy-
pyrrolidine-1-carbonyl)-2,6-dimethyl-phenyl|-ethenesul-
fonyl}-2-(3-trifluoromethyl-phenyl)-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(388)  8-{(E)-2-[2,6-dimethyl-4-(pyrrolidine-1-carbonyl)-
phenyl]-ethenesulfonyl }-2-(3-trifluoromethyl-phenyl)-1,
3,8-triaza-spiro[4.5]dec-1-en-4-one;

(389)  N-(3-hydroxy-propyl)-3,5,N-trimethyl-4-{(E)-2-[4-
0x0-2-(3-trifluoromethyl-phenyl)-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl]-vinyl}-benzamide;
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(390) N-(2-dimethylamino-ethy1)-3,5 N-trimethyl-4-{ (E)-2-
[4-0x0-2-(3-trifluoromethyl-phenyl)-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-vinyl }-benzamide;

(391) N-(3-dimethylamino-propyl)-3,5,N-trimethyl-4-{(E)-
2-[4-0x0-2-(3-trifluoromethyl-phenyl)-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-vinyl }-benzamide;

(392) N-carbamoylmethyl-3,5 N-trimethyl-4-{(E)-2-[4-
0x0-2-(3-trifluoromethyl-phenyl)-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl]-vinyl}-benzamide;

(393) 3,5,N-trimethyl-N-(1-methyl-piperidin-4-y1)-4-{(E)-
2-[4-0x0-2-(3-trifluoromethyl-phenyl)-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-vinyl }-benzamide;

(394) 8-{(E)-2-[4-(4-acetyl-piperazine-1-carbonyl)-2,6-di-
methyl-phenyl]-ethenesulfonyl } -2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(395) 4-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]|dec-1-ene-8-
sulfonyl]-vinyl}-benzoyl)-piperazine-1-carboxylic  acid
dimethylamide;

(396) 4-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]|dec-1-ene-8-
sulfonyl]-vinyl}-benzoyl)-piperazine-1-carboxylic  acid
amide;

(397) 8-((B)-2-{4-[4-(3-dimethylamino-propyl)-piperazine-
1-carbonyl]-2,6-dimethyl-phenyl}-ethenesul fonyl)-2-(3-
triffuoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;

(398) 8-{(B)-2-[2,6-dimethyl-4-((R)-3-methylamino-pyrro-
lidine-1-carbonyl)-phenyl]-ethenesulfonyl}-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(399) 8-{(E)-2-[4-((R)-3-dimethylamino-pyrrolidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(3-trif-
luoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(400)  8-{(E)-2-[4-(4-hydroxy-piperidine-1-carbonyl)-2,6-
dimethyl-phenyl]-ethenesulfonyl}-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(401) 8-{(E)-2-[4-((R)-3-hydroxy-pyrrolidine-1-carbonyl)-
2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(402) 8-{(BE)-2-[4-((S)-3-hydroxy-pyrrolidine-1-carbonyl)-
2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(403) 8-{(B)-2-[4-(4-hydroxy-4-hydroxymethyl-piperidine-
1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(3-
triffuoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;

(404) 8-{(B)-2-[4-((R)-3-amino-pyrrolidine-1-carbonyl)-2,
6-dimethyl-phenyl]-ethenesulfonyl}-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(405)  8-{(E)-2-[4-(4-dimethylamino-piperidine-1-carbo-
nyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(406)  8-{(E)-2-[4-((3S,48)-3-hydroxy-4-isopropylamino-
pyrrolidine-1-carbonyl)-2,6-dimethyl-phenyl]-ethenesul-
fonyl}-2-(3-trifluoromethoxy-phenyl)-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(407) 8-((E)-2-{4-[4-(2-dimethylamino-ethoxy)-piperidine-
1-carbonyl]-2,6-dimethyl-phenyl}-ethenesul fonyl)-2-(3-
triffuoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;
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(408) 8-{(E)-2-[4-(3-hydroxy-azetidine-1-carbonyl)-2, dim-
ethyl-phenyl]-ethenesulfonyl } -2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(409) 2N N-trimethyl-3-{2-[4-0x0-2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-benzamide;

(410) 2-methyl-3-{2-[4-0x0-2-(3-trifluoromethoxy-phenyl)-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-benz-
amide;

(411)  8-{2-[2-methyl-3-(morpholine-4-carbonyl)-phenyl]-
ethanesulfonyl }-2-(3-trifluoromethoxy-phenyl)-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(412) 4N N-trimethyl-3-{2-[4-0x0-2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-benzamide;

(413) N-(2-hydroxy-ethyl)-4, N-dimethyl-3-{2-[4-0x0-2-tri-
fluoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-
8-sulfonyl]-ethyl}-benzamide;

(414) 8-{2-[2-methyl-5-(4-methyl-piperazine-1-carbonyl)-
phenyl]-ethanesulfonyl }-2-(3-trifluoromethoxy-phenyl)-
1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(415) 4 N-dimethyl-3-{2-[4-0x0-2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-benzamide;

(416) 8-(2-{4-[4-(2-hydroxy-ethyl)-piperazine-1-carbonyl]-
2-methyl-phenyl}-ethanesulfonyl)-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-4-one;

(417) 8-{2-[2-methyl-4-(thiazolidine-3-carbonyl)-phenyl]-
ethanesulfonyl }-2-(3-trifluoromethoxy-phenyl)-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(418)  2-fluoro-5,N,N-trimethyl-4-{2-[4-0x0-2-(3-trifluo-
romethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl]-ethyl}-benzamide;

(419) 8-{2-[5-fluoro-4-(4-hydroxy-piperidine-1-carbonyl)-
2-methyl-phenyl]-ethanesulfonyl}-2-(3-trifluoromethyl-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(420) N-benzyl-2-{4-[2-(2-cyclohexyl-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl)-ethyl]-1H-indol-3-y1} -
acetamide;

(421) 2-[2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]dec-
1-ene-8-sulfonyl)-ethyl]-N-methyl-benzamide;

(422) 3-[2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]dec-
1-ene-8-sulfonyl)-ethyl]-N-pyridin-4-yl-benzamide;

(423) 8-(3-chloro-benzenesulfonyl)-2-[1-(3,3-dimethyl-bu-
tyryl)-piperidin-3-yl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(424) 8-(3-chloro-benzenesulfonyl)-2-[1-(2-hydroxy-
acetyl)-piperidin-3-yl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(425) 8-(3-chloro-benzenesulfonyl)-2-[1-(4-chloro-ben-
zoyl)-piperidin-3-yl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(426) 8-(3-chloro-benzenesulfonyl)-2-[ 1-(3-methoxy-ben-
zoyl)-piperidin-3-yl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(428) 2-[1-(1H-indole-5-carbonyl)-piperidin-3-yl]-8-(2-
naphthalen-1-yl-ethanesulfonyl)-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(429) 8-(2-naphthalen-1-yl-ethanesulfonyl)-2-[1-(3-phenyl-
propionyl)-piperidin-3-yl]-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;

(430)  8-(2-naphthalen-1-yl-ethanesulfonyl)-2-[1-(1,2,3,4-
tetrahydro-naphthalene-2-carbonyl)-piperidin-3-y1]-1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;

(431)  8-(2-naphthalen-1-yl-ethanesulfonyl)-2-[1-(quino-
line-6-carbonyl)-piperidin-3-yl]-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;
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(432) 2-[1-(2-3H-imidazol-4-yl-acetyl)-piperidin-3-y1]-8-
(2-naphthalen-1-yl-ethanesulfonyl)-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(433) 2-{1-[2-(2,5-dimethyl-thiazol-4-y1)-acetyl]-piperidin-
3-yl1}-8-(2-naphthalen-1-yl-ethanesulfonyl)-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(434) 2-{1-[2-(5-methyl-2-phenyl-oxazol-4-yl)-acetyl]-pip-
eridin-3-y1}-8-(2-naphthalen-1-yl-ethanesulfonyl)-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;

(435) 8-(2-naphthalen-1-yl-ethanesulfonyl)-2-[ 1-(2-pyridin-
2-yl-acetyl)-piperidin-3-yl]-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;

(436) 2-[1-(4-benzyloxy-butyryl)-piperidin-3-y1]-8-(2-
naphthalen-1-yl-ethanesulfonyl)-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(437) 8-(2-naphthalen-1-yl-ethanesulfonyl)-2-[1-(4-phenyl-
butyryl)-piperidin-3-yl]-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(438) 8-(2-naphthalen-1-yl-ethanesulfonyl)-2-[ 1-(2-pyridin-
4-yl-acetyl)-piperidin-3-yl]-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;

(439) 2-[1-(2-tert-butoxy-acetyl)-piperidin-3-y1]-8-(2-naph-
thalen-1-yl-ethanesulfonyl)-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;

(441)  8-(2-naphthalen-1-yl-ethanesulfonyl)-2-{1-[(E)-(3-
phenyl-acryloyl)]-piperidin-3-y1}-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(442)  2-[1-(2-amino-acetyl)-piperidin-3-yl]-8-(3-chloro-
benzenesulfonyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(444) 8-{2-[2-methyl-4-(3-methylamino-pyrrolidine-1-car-
bonyl)-phenyl]-ethanesulfonyl}-2-(3-trifluoromethyl-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(445) 8-{2-[4-(3-amino-pyrrolidine-1-carbonyl)-2-methyl-
phenyl]-ethanesulfonyl}-2-(3-trifluoromethyl-phenyl)-1,
3,8-triaza-spiro[4.5]dec-1-en-4-one hydrochloride;

(446)  8-{(B)-2-[2,6-dimethyl-4-(piperazine-1-carbonyl)-
phenyl]-ethenesulfonyl}-2-(3-trifluoromethoxy-phenyl)-
1,3,8-triaza-spiro[4.5]dec-1-en-4-one hydrochloride;

(447) 8-((E)-2-{4-[4-(2-hydroxy-acetyl)-piperazine-1-car-
bonyl]-2,6-dimethyl-phenyl}-ethenesul fonyl)-2-(3-trif-
luoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(448) 4-[4-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]|dec-1-ene-8-
sulfonyl]-vinyl}-benzoyl)-piperazin-1-yl]-4-oxo-butyric
acid methyl ester;

(449) 8-((B)-2-{4-[4-(4-dimethylamino-butyryl)-pipera-
zine-1-carbonyl]-2,6-dimethyl-phenyl } -ethenesulfonyl)-
2-(3-trifluoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(450) 2-methoxy-N-methyl-N-(3-methyl-4-{(E)-2-[4-0ox0-
2-(3-trifluoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl]-vinyl}-phenyl)-acetamide;

(451) 2-hydroxy-N-methyl-N-(3-methyl-4-{(E)-2-[4-0x0-2-
(3-trifluoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-
1-ene-8-sulfonyl]-vinyl}-phenyl)-acetamide;

(452) [(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(3-trifluoromethyl-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-benzoyl)-methyl-amino]-acetic acid,;

(453) 8-(3-chloro-benzenesulfonyl)-2-[1-(3,3-dimethyl-bu-
tyl)-piperidin-3-yl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(454) 3-[8-(3-chloro-benzenesulfonyl)-4-0xo0-1,3,8-triaza-
spiro[4.5]dec-1-en-2-yl]-piperidine-1-carboxylic acid
tert-butylamide;
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(455) 3-[8-(2-naphthalen-1-yl-ethanesulfonyl)-4-oxo0-1,3,8-
triaza-spiro[4.5]dec-1-en-2-yl]|-piperidine-1-carboxylic
acid phenethyl-amide;

(456) 8-(3-chloro-benzenesulfonyl)-2-[1-(piperidine-1-car-
bonyl)-piperidin-3-yl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(457) 3-(2-dimethylamino-ethyl)-1-methyl-1-(3-methyl-4-{
(E)-2-[4-0x0-2-(3-trifluoromethoxy-phenyl)-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl}-phenyl)-urea;

(458)  1-methyl-1-(3-methyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl]-vinyl}-phenyl)-urea;

(459)  1-{3-[2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-ethyl]-2-methyl-phenyl}-3-
methyl-urea;

(460) 3-[8-(3-chloro-benzenesulfonyl)-4-0xo0-1,3,8-triaza-
spiro[4.5]dec-1-en-2-yl]-piperidine-1-carboxylic acid
2-methoxy-ethyl ester;

(461) 3-[8-(3-chloro-benzenesulfonyl)-4-0xo0-1,3,8-triaza-
spiro[4.5]dec-1-en-2-yl]-piperidine-1-carboxylic acid
benzyl ester;

(462) 3-[8-(3-chloro-benzenesulfonyl)-4-0xo0-1,3,8-triaza-
spiro[4.5]dec-1-en-2-yl]-piperidine-1-carboxylic acid
isobutyl ester;

(463) 3-[8-(3-chloro-benzenesulfonyl)-4-0xo0-1,3,8-triaza-
spiro[4.5]dec-1-en-2-yl]-piperidine-1-carboxylic acid
methyl ester;

(464) 3-[8-(2-naphthalen-1-yl-ethanesulfonyl)-4-oxo0-1,3,8-
triaza-spiro[4.5]dec-1-en-2-yl]|-piperidine-1-carboxylic
acid benzyl ester;

(465) 3-[8-(2-naphthalen-1-yl-ethanesulfonyl)-4-oxo0-1,3,8-
triaza-spiro[4.5]dec-1-en-2-yl]|-piperidine-1-carboxylic
acid 2,2-dimethyl-propyl ester;

(466) methyl-(3-methyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl]-vinyl}-phenyl)-carbamic ~ acid  2-dimethyl-
amino-ethyl ester;

(467) methyl-(3-methyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl]-vinyl}-phenyl)-carbamic acid methyl ester;

(468) methyl-(3-methyl-4-{2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl]-ethyl}-phenyl)-carbamic acid methyl ester;

(469) 2-cyclohexyl-8-(2-o-tolyl-ethanesulfonyl)-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-4-thione;

(470) 1-(3,5-dimethyl-4-{2-[2-(4-methyl-cyclohexyl)-4-
o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
phenyl)-1-methyl-urea;

(471) 1-(3,5-dimethyl-4-{(B)-2-[4-0x0-2-(4-trifluorom-
ethyl-cyclohexyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl]-vinyl}-phenyl)-1-methyl-urea;

(472) 1-(3,5-dimethyl-4-{2-[4-0x0-2-(4-trifluoromethyl-cy-
clohexyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-phenyl)-1-methyl-urea;

(474) 1-(3,5-dimethyl-4-{2-[2-(4-methyl-cyclohexyl)-4-
o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
phenyl)-1-methyl-thiourea;

(475)  8-{2-[2,6-dimethyl-4-(methyl-thiazol-2-yl-amino)-
phenyl]-ethanesulfonyl }-2-(4-methyl-cyclohexyl)-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;

(476) {4-[(B)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-vinyl]-indol-1-yl}-acetic acid
methyl ester;

(477) 2-cyclohexyl-8-{(E)-2-[1-(morpholine-4-carbonyl)-
1H-indol-4-y1]-ethenesulfonyl }-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;
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(478) 2-cyclohexyl-8-{(E)-2-[1-(4-hydroxy-butyl)-1H-in-
dol-4-yl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;

(479) 2-cyclohexyl-8-[(E)-2-(1H-indol-7-yl)-ethenesulfo-
nyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(480) 2-cyclohexyl-8-{(E)-2-[1-(3,4-dihydroxy-butyl)-1H-
indol-4-yl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;

(481) N-(2-{4-[(E)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl)-vinyl]-phenyl}-ethyl)-
acetamide;

(482) N-(1-{4-[(E)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl)-vinyl]-phenyl}-ethyl)-
acetamide;

(483) 2-cyclohexyl-8-[(E)-2-(1-thiazol-2-ylmethyl-1H-in-
dol-4-yl)-ethenesulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;

(484)  3-{4-[(BE)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-vinyl]-indol-1-y1}-propane-1-
sulfonic acid amide;

(485) 4-methyl-piperazine-1-carboxylic acid {4-[(E)-2-(2-
cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl)-vinyl]-3-trifluoromethyl-phenyl}-amide;

(486) {4-[(B)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-vinyl]-benzyl } -carbamic acid
isobutyl ester;

(487) 2-cyclohexyl-8-((E)-2-{1-[2-(2-hydroxy-ethoxy)-
ethyl]-1H-indol-5-y1}-ethenesulfonyl)-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(488) 2-cyclohexyl-8-[(E)-2-(6-methyl-1H-indol-5-y1)-
ethenesulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(489) N-{4-[(E)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-vinyl]-benzyl}-2-hydroxy-ac-
etamide;

(490) 3-(2-{4-[(B)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-vinyl]-phenyl}-ethyl)-1,1-di-
methyl-urea;

(491)  8-[(E)-2-(4-amino-2,6-bis-trifluoromethyl-phenyl)-
ethenesulfonyl]-2-cyclohexyl-1,3,8-triaza-spiro[4.5]dec-
1-en-4-one;

(492) 2-cyclohexyl-8-[(E)-2-(6-trifluoromethyl-1H-indol-5-
yD)-ethenesulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(493) {4-[(B)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-vinyl]-3-trifluoromethyl-phe-
nylamino}-acetic acid methyl ester;

(494)  2-{4-[(BE)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-vinyl]-3-trifluoromethyl-phe-
nylamino }-N-(2-hydroxy-ethyl)-acetamide;

(495) 4-[(E)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-vinyl]-N-(2-hydroxy-ethyl)-N-
methyl-3-trifluoromethyl-benzenesulfonamide;

(496) 4-[(E)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-vinyl]-N,N-bis-(2-hydroxy-ethyl)-
3-trifluoromethyl-benzenesulfonamide;

(497)  2-cyclohexyl-8-{(E)-2-[4-(2-dimethylamino-ethyl-
amino)-2-methyl-phenyl]-ethenesulfonyl}-1,3 8-triaza-
spiro[4.5]dec-1-en-4-one;

(498) N-(2-acetylamino-ethyl)-2-{4-[(E)-2-(2-cyclohexyl-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl)-vi-
nyl]-3-trifluoromethyl-phenylamino } -acetamide;

(499)  2-cyclohexyl-8-[(E)-2-(6-trifluoromethyl-1H-benz-
imidazol-5-yl)-ethenesulfonyl]-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(500) 2-cyclohexyl-8-{(E)-2-[1-((S)-2,2-dimethyl-[1,3]di-
oxolan-4-ylmethyl)-5-fluoro-1H-indol-4-yl]-ethenesulfo-
nyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;
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(501) 2-cyclohexyl-8-((B)-2-{4-[(2-hydroxy-ethyl)-methyl-
amino]-2-triftuoromethyl-phenyl}-ethenesulfonyl)-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;

(502)  2-cyclohexyl-8-{(E)-2-[4-(1,1-dioxo-1AS-thiomor-
pholine-4-carbonyl)-2-methyl-phenyl]-ethenesulfonyl} -
1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(503) 4-[(E)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-vinyl]-N-(2-dimethylamino-
ethyl)-3-methyl-benzenesulfonamide;

(504)  3-(3-methyl-4-{(E)-2-[2-(4-methyl-cyclohexyl)-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl} -
phenyl)-imidazolidine-2.4-dione;

(505) 1-methyl-3-(3-methyl-4-{(B)-2-[2-(4-methyl-cyclo-
hexyl)-4-o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-vinyl}-phenyl)-imidazolidine-2,4-dione;

(506) N-(3-isopropoxy-4-{(E)-2-[2-(4-methyl-cyclohexyl)-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-phenyl)-acetamide;

(507) 3-(3,5-dimethyl-4-{(E)-2-[2-(4-methyl-cyclohexyl)-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-phenyl)-5,5-dimethyl-imidazolidine-2,4-dione;

(508) 3-(3,5-dimethyl-4-{(E)-2-[2-(4-methyl-cyclohexyl)-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-phenyl)-1,5,5-trimethyl-imidazolidine-2,4-dione;

(509)  N-(3-ethoxy-4-{(E)-2-[2-(4-methyl-cyclohexyl)-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl} -
phenyl)-acetamide;

(510) N-(3-ethyl-4-{(B)-2-[2-(4-methyl-cyclohexyl)-4-oxo-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl }-phe-
nyl)-acetamide;

(511) 5,5-dimethyl-3-(3-methyl-4-{(B)-2-[2-(4-methyl-cy-
clohexyl)-4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl]-vinyl}-phenyl)-imidazolidine-2,4-dione;

(512)  N-(3-methoxymethyl-4-{(B)-2-[2-(4-methyl-cyclo-
hexyl)-4-o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-vinyl}-phenyl)-acetamide;

(513)  2-(4-methyl-cyclohexyl)-8-{(E)-2-[2-methyl-4-(2-
oxo-oxazolidin-3-yl)-phenyl]-ethenesulfonyl}-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(514) N-(3,5-dimethyl-4-{(E)-2-[2-(4-methyl-cyclohexyl)-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-phenyl)-N-(2-methoxy-ethyl)-acetamide;

(515)  8-{(B)-2-[2,6-dimethyl-4-(3-0x0-morpholin-4-yl)-
phenyl]-ethenesulfonyl }-2-(4-methyl-cyclohexyl)-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;

(516) 8-{(E)-2-[2,6-dimethyl-4-(2-oxo-piperidin-1-y1)-phe-
nyl]-ethenesulfonyl}-2-(4-methyl-cyclohexyl)-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(517) N-(3,5-dimethyl-4-{(E)-2-[2-(4-methyl-cyclohexyl)-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-benzyl)-N-methyl-acetamide;

(518) 3-(3,5-dimethyl-4-{(E)-2-[2-(4-methyl-cyclohexyl)-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-benzyl)-imidazolidine-2,4-dione;

(519) 3-(3,5-dimethyl-4-{(E)-2-[2-(4-methyl-cyclohexyl)-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-benzyl)-5,5-dimethyl-imidazolidine-2,4-dione;

(520)  8-{(E)-2-[2,6-dimethyl-4-(2-0x0-pyrrolidin-1-ylm-
ethyl)-phenyl]-ethenesulfonyl}-2-(4-methyl-cyclohexyl)-
1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(521) 1-(3,5-dimethyl-4-{(E)-2-[2-(4-methyl-cyclohexyl)-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-benzyl)-pyrrolidine-2,5-dione;

(522) N-(3,5-dimethyl-4-{(E)-2-[2-(4-methyl-cyclohexyl)-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-benzyl)-acetamide;
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(523) N-(3,5-difluoro-4-{(E)-2-[2-(4-methyl-cyclohexyl)-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl} -
phenyl)-N-methyl-acetamide;

(524) 8-{(B)-2-[1-((S)-2,3-dihydroxy-propyl)-1H-indol-4-
yl]-ethenesulfonyl}-2-(3-trifluoromethyl-phenyl)-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;

(525)  [(S)-1-(3-methyl-4-{(E)-2-[4-0x0-2-(3-trifluorom-
ethyl-phenyl)-1,3,8-triaza-spiro[ 4.5]dec-1-ene-8-sulfo-
nyl]-vinyl}-phenyl)-2,5-dioxo-pyrrolidin-3-yl]-carbamic
acid tert-butyl ester;

(526) 8-{(E)-2-[1-((S)-2,3-dihydroxy-propyl)-1H-indol-4-
yl]-ethenesulfonyl}-2-(3-trifluoromethoxy-phenyl)-1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;

(527) 8-{(B)-2-[2-methyl-4-(4-methyl-piperazine-1-carbo-
nyl)-phenyl]-ethenesulfonyl}-2-(3-trifluoromethoxy-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(528) 8-((E)-2-{2-methyl-4-[2-(4-methyl-piperazin-1-y1)-2-
oxo-ethylamino]-phenyl}-ethenesulfonyl)-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(529) 2-(3-methyl-4-{(E)-2-[4-0x0-2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-phenylamino)-acetamide;

(530) 3-methyl-4-{(B)-2-[4-0x0-2-(3-trifluoromethoxy-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl} -
N-pyridin-4-yl-benzenesulfonamide;

(331)  8-{(E)-2-[4-(3,4-dihydroxy-butoxy)-2-methyl-phe-
nyl]-ethenesulfonyl}-2-(3-trifluoromethoxy-phenyl)-1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;

(532) 1-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]|dec-1-ene-8-
sulfonyl]-vinyl}-phenyl)-1,3-bis-(2-hydroxy-ethyl)-urea;

(533) 1-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]|dec-1-ene-8-
sulfonyl]-vinyl}-phenyl)-1,3-bis-(2-hydroxy-ethyl)-3-
methyl-urea;

(534) N-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]|dec-1-ene-8-
sulfonyl]-vinyl}-phenyl)-N-(tetrahydro-pyran-4-meth-
anesulfonamide;

(535)  2-(4-fluoro-3-trifluoromethyl-phenyl)-8-{(E)-2-(4-
hydroxy-piperidine-1-carbonyl)-2,6-dimethyl-phenyl
ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-one

(536)  3-{3-methyl-4-[(E)-2-(2-nonyl-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl)-vinyl]-phenyl}-imidazo-
lidine-2,4-dione;

(537)  3-{4-[(E)-2-(2-nonyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-vinyl]-3-trifluoromethyl-phenyl} -
imidazolidine-2,4-dione;

(538)  4-{3-methyl-4-[(E)-2-(2-nonyl-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl)-vinyl]-phenyl}-morpho-
line-3,5-dione;

(539)  3-{3,5-dimethyl-4-[(E)-2-(2-nonyl-4-0xo0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl)-vinyl]-
phenyl}imidazolidine-2,4-dione;

(540) 5,5-dimethyl-3-[3-methyl-4-((E)-2-{4-0x0-2-[4-(3,3,
3-trifluoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl}-vinyl)-phenyl]-imidazolidine-2,4-
dione;

(541) 8-{(BE)-2-[1-((R)-2,3-dihydroxy-propyl)-1H-indol-4-
yl]-ethenesulfonyl}-2-[4-(3,3,3-trifluoro-propyl)-cyclo-
hexyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(542) N-(2-methoxy-ethyl)-N-[3-methyl-4-((E)-2-{4-0x0-2-
[4-(3,3,3-trifluoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl }-vinyl)-phenyl]-acetamide;
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(543) N-[3,5-dimethyl-4-((E)-2-{4-0x0-2-[4-(3,3,3-trif-
Iuoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl }-vinyl)-phenyl]-N-(2-methoxy-ethyl)-ac-
etamide;

(544) N-[2-(2-hydroxy-ethoxy)-ethyl]-N-[3-methyl-4-((E)-
2-{4-0x0-2-[4-(3,3,3-trifluoro-propyl)-cyclohexyl]-1,3,8-
triaza-spiro[4.5]dec-1-ene-8-sulfonyl}-vinyl)-phenyl]ac-
etamide;

(545) N-[2-(2-fluoro-ethoxy)-ethyl]-N-[3-methyl-4-((E
{4-0x0-2-[4-(3,3,3-trifluoro-propyl)-cyclohexyl]-1,3,8
triaza-spiro[4.5]dec-1-ene-8-sulfonyl}-vinyl)-phenyl]ac-
etamide;

(546) N-[3,5-dimethyl-4-((E)-2-{4-0x0-2-[4-(3,3,3-trif-
Iuoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl }-vinyl)-phenyl]-N-methyl-acetamide;

(547)  3,5-dimethyl-4-((B)-2-{4-0x0-2-[4-(3,3,3-trifluoro-
propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-sul-
fonyl}-vinyl)-benzoic acid,;

(548) 3-[3,5-dimethyl-4-((E)-2-{4-0x0-2-[4-(3,3,3-trif-
Iuoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl}-vinyl)-phenyl]-1-methyl-imidazolidine-
2,4-dione;

(549)  8-((B)-2-{4-[4-(2-fluoro-ethyl)-piperazine-1-carbo-
nyl]-2,6-dimethyl-phenyl }-ethenesulfonyl)-2-[4-(3,3,3-
trifluoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-
1-en-4-one;

(550)  8-{(B)-2-[2,6-dimethyl-4-(3-0x0-morpholin-4-yl)-
phenyl]-ethenesulfonyl }-2-[4-(3,3,3-trifluoro-propyl)-cy-
clohexyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(551) N-[3,5-dimethyl-4-((E)-2-{4-0x0-2-[4-(3,3,3-trif-
Iuoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl}-vinyl)-phenyl]-N-[2-(2-fluoro-ethoxy)-
ethyl]-acetamide;

(552)  3,5-dimethyl-4-((B)-2-{4-0x0-2-[4-(3,3,3-trifluoro-
propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl}-vinyl)-benzoic acid N'-acetyl-hydrazide;

(553) 8-[(E)-2-(4-hydroxymethyl-2,6-dimethyl-phenyl)-
ethenesulfonyl]-2-[4-(3,3,3-trifluoro-propyl)-cyclo-
hexyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(554) 3-[3,5-dimethyl-4-((E)-2-{4-0x0-2-[4-(3,3,3-trif-
Iuoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl }-vinyl)-benzyl]-imidazolidine-2,4-dione;

(555) 3-[3,5-dimethyl-4-((E)-2-{4-0x0-2-[4-(3,3,3-trif-
Iuoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl}-vinyl)-benzyl]-5,5-dimethyl-imidazoli-
dine-2,4-dione;

(556)  8-{(E)-2-[2,6-dimethyl-4-(2-0x0-pyrrolidin-1-ylm-
ethyl)-phenyl]-ethenesulfonyl}-2-[4-(3,3,3-trifluoro-pro-
pyD-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(557) 1-[3,5-dimethyl-4-((E)-2-{4-0x0-2-[4-(3,3,3-trif-
Iuoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl}-vinyl)-benzyl]-pyrrolidine-2,5-dione;

(558) N-[3,5-dimethyl-4-((E)-2-{4-0x0-2-[4-(3,3,3-trif-
Iuoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]1-ene-8-
sulfonyl}-vinyl)-benzyl]-acetamide;

(559) N-[3,5-dimethyl-4-((E)-2-{4-0x0-2-[4-(3,3,3-trif-
Iuoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]1-ene-8-
sulfonyl}-vinyl)-benzyl]-N-methyl-acetamide;

(560) 3-(4-{(E)-2-[2-(4-butyl-cyclohexyl)-4-0x0-1,3,8 tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl}-3-methyl-
phenyl)-imidazolidine-2.4-dione;

(561) N-(4-{(E)-2-[2-(4-butyl-cyclohexyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl}-3,5-dimethyl-
phenyl)-N-[2-(2-methoxy-ethoxy)-ethyl]-acetamide;

(562) N-(4-{(E)-2-[2-(4-butyl-cyclohexyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl}-3,5-dimethyl-
phenyl)-N-[2-(2-fluoro-ethoxy)-ethyl]-acetamide;
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(563) 3-(4-{(E)-2-[2-(4-isopropyl-cyclohexyl)-4-0x0-1,3,8-
triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl}-3-methyl-
phenyl)-imidazolidine-2,4-dione;

(564) 3-(4-{(E)-2-[2-(4-isopropyl-cyclohexyl)-4-0x0-1,3,8-
triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl}-3,5-dim-
ethyl-phenyl)-imidazolidine-2.4-dione;

(565)  3-{4-[(BE)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-vinyl]-benzyl}-1,1-dimethyl-
urea;

(566) (2-{4-[(BE)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-vinyl]-phenyl}-ethyl)-car-
bamic acid methyl ester;

(567) 4-methyl-piperazine-1-carboxylic acid 4-[(E)-2-(2-cy-
clohexyl-4-o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl)-vinyl]-benzylamide;

(568) N-{4-[(E)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-vinyl]-3-methyl-phenyl}-N',
N'-dimethyl-sulfamide;

(569) {4-[(B)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-vinyl]-3-methyl-benzyl}-(3-dim-
ethylamino-propyl)-carbamic acid tert-butyl ester;

(570)  2-{4-[(BE)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-vinyl]-phenyl}-N-(2,2-dim-
ethyl-propyl)-acetamide;

(571)  2-{4-[(BE)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-vinyl]-phenyl}-N-(2-diiso-
propylamino-ethyl)-acetamide;

(572) 2-cyclohexyl-8-{(E)-2-[2-methyl-4-(2-0x0-azetidin-
1-yl)-phenyl]-ethenesulfonyl }-1,3,8-triaza-spiro[4.5]dec-
1-en-4-one;

(573)  2-cyclohexyl-8-{(E)-2-[2,6-dimethyl-4-(thiazol-2-
ylamino)-phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(574) N-{4-[(BE)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-vinyl]-3,5-dimethyl-phenyl} -
N-(3-methyl-oxetan-3-ylmethyl)-acetamide;

(575) 3-(3,5-dimethyl-4-{(E)-2-[2-(4-methyl-cyclohexyl)-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-phenyl)-imidazolidine-2,4-dione;

(576) N-(3-ethoxymethyl-4-{(B)-2-[ 2-(4-methyl-cyclo-
hexyl)-4-o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-vinyl}-phenyl)-acetamide;

(577)  2-(4-methyl-cyclohexyl)-8-{(E)-2-[2-methyl-4-(4-
oxo-oxazolidin-3-yl)-phenyl]-ethenesulfonyl } -1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(578)  4-(3-methyl-4-{(E)-2-[2-(4-methyl-cyclohexyl)-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl} -
phenyl)-3-oxo-piperazine-1-carboxylic acid tert-butyl
ester;

(579)  2-(4-methyl-cyclohexyl)-8-{(E)-2-[2-methyl-4-(4-
methyl-2-0x0-oxazolidin-3-yl)-phenyl]-ethenesulfonyl} -
1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(580)  2-(4-methyl-cyclohexyl)-8-{(E)-2-[2-methyl-4-(3-
oxo-isoxazolidin-2-yl)-phenyl]-ethenesulfonyl }-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(581) 3-(2,5-dimethyl-4-{(E)-2-[2-(4-methyl-cyclohexyl)-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-phenyl)-imidazolidine-2,4-dione;

(582) 3-(3,5-dimethyl-4-{(E)-2-[2-(4-methyl-cyclohexyl)-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-phenyl)-5-methyl-imidazolidine-2,4-dione;

(583) 3-(2,6-dimethyl-4-{(E)-2-[2-(4-methyl-cyclohexyl)-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-phenyl)-imidazolidine-2,4-dione;

(584) N-(2,6-dimethyl-4-{(E)-2-[2-(4-methyl-cyclohexyl)-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-phenyl)-N-methyl-acetamide;
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(585) 8-[(E)-2-(3-methoxy-2-methyl-phenyl)-ethenesulfo-
nyl]-2-(4-methyl-cyclohexyl)-1,3,8-triaza-spiro[ 4.5]dec-
1-en-4-one;

(586) 8-((E)-2-{4-[(1H-imidazol-2-yl)-methyl-amino]-2,6-
dimethyl-phenyl}-ethenesulfonyl)-2-(4-methyl-cyclo-
hexyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(587) 1-(3,5-dimethyl-4-{(E)-2-[2-(4-methyl-cyclohexyl)-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-phenyl)-dihydro-pyrimidine-2,4-dione;

(588)  2-(4-methyl-cyclohexyl)-8-{(E)-2-[2-methyl-4-(5-
oxo-pyrazolidin-1-yl)-phenyl]-ethenesulfonyl}-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(589) 5-tert-butoxymethyl-3-(3,5-dimethyl-4-{(E)-2-[2-(4-
methyl-cyclohexyl)-4-oxo0-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl]-vinyl}-phenyl)-imidazolidine-2,4-dione;

(590) N,N-dimethyl-2-(3-methyl-4-{(E)-2-[4-0x0-2-(3-trif-
luoromethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl]-vinyl}-benzenesulfonylamino)-acetamide;

(591) 3-methyl-4-{(B)-2-[4-0x0-2-(3-trifluoromethyl-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl} -
N-pyridin-3-ylmethyl-benzenesulfonamide;

(592) N-(4-hydroxy-cyclohexyl)-3-methyl-4-{(E)-2-[4-ox0-
2-(3-trifluoromethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-
1-ene-8-sulfonyl]-vinyl }-benzenesulfonamide;

(593) 8-[(E)-2-(4-methanesulfonyl-2-methyl-phenyl)-ethe-
nesulfonyl]-2-(3-triftuoromethyl-phenyl)-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(594) N-acetyl-3-methyl-4-{(E)-2-[4-0x0-2-(3-trifluorom-
ethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-vinyl}-benzenesulfonamide;

(595) N-(2-hydroxy-1,1-bis-hydroxymethyl-ethyl)-3-
methyl-4-{(E)-2-[4-0x0-2-(3-trifluoromethyl-phenyl)-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl }-benze-
nesulfonamide;

(596)  N-(1-benzyl-piperidin-4-yl)-3-methyl-4-{(E)-2-[4-
0x0-2-(3-trifluoromethoxy-phenyl)-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-vinyl}-benzenesulfonamide;

(597) 8-{(B)-2-[1-((S)-2,3-dihydroxy-propyl)-1H-indol-5-
yl]-ethenesulfonyl }-2-(3-trifluoromethoxy-phenyl)-1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;

(598)  8-{(E)-2-[4-(4-isopropyl-piperazine-1-carbonyl)-2-
methyl-phenyl]-ethenesulfonyl}-2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(599) N—((R)-2,3-dihydroxy-propyl)-3-methyl-4-{(E)-2-
[4-0x0-2-(3-trifluoromethoxy-phenyl)-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-vinyl}-benzenesulfonamide;

(600) 8-{(E)-2-[4-(3,4-dihydroxy-butoxy)-3,5-difluoro-phe-
nyl]-ethenesulfonyl }-2-(3-trifluoromethoxy-phenyl)-1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;

(601)  8-{(B)-2-[4-(3,4-dihydroxy-butoxy)-3,5-dimethyl-
phenyl]-ethenesulfonyl }-2-(3-trifluoromethoxy-phenyl)-
1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(602) 4-(3-methyl-4-{(E)-2-[4-0x0-2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-phenoxy)-piperidine-1-carboxylic acid tert-butyl
ester;

(603) N-isopropyl-N-(3-methyl-4-{(E)-2-[4-0x0-2-(3-trif-
luoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-
8-sulfonyl]-vinyl}-phenyl)-acetamide;

(604) 4-[acetyl-(3-methyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl]-vinyl}-phenyl)-amino]-piperidine-1-carboxylic
acid tert-butyl ester;

(605) 1-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl]-vinyl}-phenyl)-1-(2-hydroxy-ethyl)-urea;
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(606) 8-((E)-2-{4-[(R)-2-(isopropylamino-methyl)-5-oxo-
pyrrolidin-1-y1]-2,6-dimethyl-phenyl}-ethenesulfonyl)-2-
(3-trifluoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-
1-en-4-one;

(607) N-(2-dimethylamino-ethyl)-N-(3,5-dimethyl-4-{(E)-
2-[4-0x0-2-(3-trifluoromethoxy-phenyl)-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl }-phenyl)-acet-
amide;

(608) 2-dimethylamino-N-(3,5-dimethyl-4-{(E)-2-[4-0x0-
2-(3-trifluoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl]-vinyl}-phenyl)-N-methyl-acet-
amide;

(609) N-(2-dimethylamino-ethyl)-N-(3,5-dimethyl-4-{(E)-
2-[4-0x0-2-(3-trifluoromethoxy-phenyl)-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl}-phenyl)-methane-
sulfonamide;

(610) N—[(R)-1-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(3-trif-
luoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-
8-sulfonyl]-vinyl}-phenyl)-5-oxo-pyrrolidin-2-ylm-
ethyl]-acetamide;

(611) 8-{(E)-2-[4-((R)-2-dimethylaminomethyl-5-0xo0-pyr-
rolidin-1-y1)-2,6-dimethyl-phenyl]-ethenesulfonyl } -2-(3-
triffuoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;

(612) N-cyanomethyl-N-(3-methyl-4-{(E)-2-[4-0x0-2-(3-
triffuoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl]-vinyl}-phenyl)-acetamide;

(613) N-(3-methyl-4-{(E)-2-[4-0x0-2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-phenyl)-N-(2,2,2-trifluoro-ethyl)-acetamide;

(614) 3-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]|dec-1-ene-8-
sulfonyl]-vinyl}-phenyl)-1,5,5-trimethyl-imidazolidine-
2.,4-dione;

(615) 3-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]|dec-1-ene-8-
sulfonyl]-vinyl}-phenyl)-5,5-dimethyl-imidazolidine-2,
4-dione;

(616) N-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]|dec-1-ene-8-
sulfonyl]-vinyl}-phenyl)-N-(tetrahydro-pyran-4-acet-
amide;

(617)  8-{(E)-2-[2-methyl-4-(3-ox0-morpholin-4-yl)-phe-
nyl]-ethenesulfonyl}-2-(3-trifluoromethoxy-phenyl) 1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;

(618) 3-(3-methyl-4-{(E)-2-[4-0x0-2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-phenyl)-imidazolidine-2,4-dione;

(619) 2-(4-fluoro-3-trifluoromethyl-phenyl)-8-{ (E)-[2-
methyl-4-(pyrrolidine-1-carbonyl)-phenyl]-ethenesulfo-
nyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(620)  2-(4-fluoro-3-trifluoromethyl-phenyl)-8-{(E)-2-[4-
((R)-2-hydroxymethyl-5-oxo-pyrrolidin-1-yl)-2-methyl-
phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(621)  2-(4-fluoro-3-trifluoromethyl-phenyl)-8-{(E)-2-[4-
((S)-2-hydroxymethyl-5-oxo-pyrrolidin-1-yl)-2-methyl-
phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(622) 8-{(E)-2-[1-((S)-2,3-dihydroxy-propyl)-1H-indol-4-
yl]-ethenesulfonyl }-2-(9,9,9-trifluoro-nonyl)-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(623) 8-{(E)-2-[1-((S)-2,3-dihydroxy-propyl)-1H-indol-4-
yl]-ethenesulfonyl}-2-(8,8,9,9,9-pentafluoro-nonyl)-1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;
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(624) 1-(4-{(B)-2-[2-(4-ethyl-cyclohexyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl}-3-methyl-
phenyl)-imidazolidine-2.4-dione;

(625) 1-(4-{(B)-2-[2-(4-ethyl-cyclohexyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl}-3-methyl-
phenyl)-5-methyl-imidazolidine-2,4-dione;

(626) 1-(4-{(B)-2-[2-(4-ethyl-cyclohexyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl}-3-methyl-
phenyl)-5,5-dimethyl-imidazolidine-2.4-dione;

(627)  8-{(B)-2-[4-(3,4-dihydroxy-butoxy)-2,6-dimethyl-
phenyl]-ethenesulfonyl }-2-nonyl-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(628)  3,5-dimethyl-4-[(E)-2-(2-nonyl-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl)-vinyl]-benzoic acid;

(629)  3,5-dimethyl-4-((B)-2-{4-0x0-2-[4-(3,3,3-trifluoro-
propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl}-vinyl)-benzoic acid trimethylhydrazide;

(630) 8-{(B)-2-[1-((R)-2,3-dihydroxy-propyl)-4,6-dim-
ethyl-1H-indol-5-yl]-ethenesulfonyl }-2-[4-(3,3,3-trif-
Iuoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;

(631) 3-(4-{(E)-2-[2-(4-butyl-cyclohexyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl}-3,5-dimethyl-
phenyl)-imidazolidine-2.4-dione;

(632) N-(4-{(E)-2-[2-(4-butyl-cyclohexyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl}-3,5-dimethyl-
phenyl)-N-(3-methyl-oxetan-3-ylmethyl)-acetamide;

(633) 2-cyclohexyl-8-((E)-2-quinolin-8-yl-ethenesulfonyl)-
1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(634) 2-cyclohexyl-8-[(E)-2-(2-0x0-2,3-dihydro-1H-indol-
4-yl)-ethenesulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(635) 3-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl]-vinyl}-phenyl)-imidazolidine-2,4-dione;

(636) 3-(4-{(E)-2-[2-(4-fluoro-3-trifluoromethyl-phenyl)-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl} -
3,5-dimethyl-phenyl)-imidazolidine-2,4-dione;

(637) 2-cyclohexyl-8-[(E)-2-(2-methyl-1H-indol-4-y1)-
ethenesulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(638) 2-cyclohexyl-8-[(E)-2-(1-methyl-1,2,3 4-tetrahydro-
quinolin-5-yl)-ethenesulfonyl]-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(639)  8-{(B)-2-[4-(3,4-dihydroxy-butoxy)-2,6-dimethyl-
phenyl]-ethenesulfonyl}-2-(4-fluoro-3-trifluoromethyl-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(640)  (4-{(E)-2-[2-(4-fluoro-3-trifluoromethyl-phenyl)-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl} -
3,5-dimethyl-phenyl)-[1,1,1-*H, methyl-carbamic  acid
tert-butyl ester;

(641) 8-{(E)-2-[4-(4-fluoromethyl-4-hydroxy-piperidine-1-
carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(4-
fluoro-3-trifluoromethyl-phenyl)-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(642) 2-(4-fluoro-3-trifluoromethyl-phenyl)-8-{(E)-2-[4-(4-
hydroxy-4-methyl-piperidine-1-carbonyl)-2,6-dimethyl-
phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(643) 8-{(B)-2-[1-((S)-2,3-dihydroxy-propyl)-1H-indol-4-
yl]-ethenesulfonyl }-2-(4-fluoro-3-triftuoromethyl-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(644) 8-{(B)-2-[2,6-dimethyl-4-(2-0xa-7-aza-spiro[3.5]
nonane-7-carbonyl)-phenyl]-ethenesulfonyl}-2-(4-
fluoro-3-trifluoromethyl-phenyl)-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(645) 2-cyclohexyl-8-[2-(1,2,3,4-tetrahydro-quinolin-5-y1)-
ethanesulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;
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(646) 4-[2-(2-cyclohexyl-4-o0x0-1,3,8-triaza-spiro[4.5]dec-
1-ene-8-sulfonyl)-ethyl]-1H-indole-3-carbonitrile;

(647) 7-[2-(2-cyclohexyl-4-o0xo0-1,3,8-triaza-spiro[4.5]dec-
1-ene-8-sulfonyl)-ethyl]-indole-1-carboxylic acid dim-
ethylamide;

(648) 2-cyclohexyl-8-(2-quinolin-5-yl-ethanesulfonyl)-1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;

(649) 2-cyclohexyl-8-{2-[3-(2,2,2-trifluoro-acetyl)-1H-in-
dol-4-yl]-ethanesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;

(650) 2-cyclohexyl-8-[2-(1-isopropyl-1H-indol-4-y1)-eth-
anesulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(651) 2-cyclohexyl-8-{2-[1-(4-hydroxy-butyl)-1H-indol-4-
yl]-ethanesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(652) N-{3-cyano-4-[2-(2-cyclohexyl-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl)-ethyl]-phenyl}-acet-
amide;

(653)  8-(2-isoquinolin-5-yl-ethanesulfonyl)-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(654) 8-(2-quinolin-5-yl-ethanesulfonyl)-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(655) N-(3-methoxy-4-{2-[2-(4-methyl-cyclohexyl)-4-oxo-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-phe-
nyl)-acetamide;

(656) 8-{2-[4-(3,3-dimethyl-1,1,4-trioxo-1A5-[1,2,5]thiadi-
azolidin-2-y1)-2,6-dimethyl-phenyl]-ethanesulfonyl}-2-
(4-methyl-cyclohexyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(657)  8-{2-[2-methyl-4-(3-0x0-morpholin-4-y1)-phenyl]-
ethanesulfonyl}-2-nonyl-1,3 8-triaza-spiro[4.5]dec-1-en-
4-one;

(658) {4-[2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]dec-
1-ene-8-sulfonyl)-ethyl]-benzyl}-carbamic acid isobutyl
ester;

(659) N-{4-[2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-ethyl]-benzyl }-2-hydroxy-acet-
amide;

(660)  2-{4-[2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-ethyl]-3-trifluoromethyl-phe-
nylamino } -N-(4-hydroxy-butyl)-acetamide;

(661) {4-[2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]dec-
1-ene-8-sulfonyl)-ethyl]-3-trifluvoromethyl-phenyl}-car-
bamic acid isobutyl ester;

(662) N-{4-[2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-ethyl]-3-trifluoromethyl-phenyl } -
benzamide;

(663) 2-cyclohexyl-8-[2-(2-0x0-2,3-dihydro-benzothiazol-
6-yl)-ethanesulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(664)  N-(2-{4-[2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-ethyl]-3-methyl-benzenesul-
fonylamino }-ethyl)-acetamide;

(665) N-(2-dimethylamino-ethyl)-2-(3-methyl-4-{2-[4-0xo0-
2-(3-trifluoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl]-ethyl } -phenylamino)-acetamide;

(666) 8-{2-[4-((2R,6S)-2,6-dimethyl-morpholine-4-carbo-
nyl)-2-methyl-phenyl]-ethanesul fonyl }-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(667) N-(2,2,3,3.4,4,4-heptafluoro-butyl)-3-methyl-4-{2-
[4-0x0-2-(3-trifluoromethyl-phenyl)-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-ethyl } -benzenesulfonamide;
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(668) 8-[2-(3-methoxy-2-methyl-phenyl)-ethanesulfonyl]-
2-(4-methyl-cyclohexyl)-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;
(669)  (2-methoxy-3,5-dimethyl-4-{2-[2-(4-methyl-cyclo-
hexyl)-4-o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-

nyl]-ethyl}-phenyl)-methyl-carbamic ~ acid  tert-butyl
ester;
(670)  8-{2-[4-((S)-2-hydroxymethyl-5-oxo-pyrrolidin-1-

y1)-2-methyl-phenyl]-ethanesulfonyl}-2-nonyl-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(671) 8-[2-(5,7-dimethyl-2-0x0-2,3-dihydro-benzoxazol-6-
yl)-ethanesulfonyl]-2-(4-methyl-cyclohexyl)-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(672) (2-{4-[2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-ethyl]-phenyl }-ethyl)-carbamic
acid methyl ester;

(673) {4-[2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]dec-
1-ene-8-sulfonyl)-ethyl]-3-methyl-benzyl } -methyl-car-
bamic acid tert-butyl ester;

(674) 8-(2-{4-[3-(2-hydroxy-ethyl)-2-0x0-imidazolidin-1-
yl]-2-methyl-phenyl} -ethanesulfonyl)-2-(3-trifluorom-
ethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(675) 2-(3-methyl-4-{2-[4-0x0-2-(3-trifluoromethoxy-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
benzenesulfonylamino)-acetamide;

(676)  8-{2-[4-(3,4-dihydroxy-butoxy)-2,6-dimethyl-phe-
nyl]-ethanesulfonyl }-2-(3-trifluoromethoxy-phenyl)-1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;

(677)  3-(4-{2-[2-(4-butyl-cyclohexyl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl }-3,5-dimethyl-
phenyl)-imidazolidine-2.4-dione;

(678) N-cyclopentyl-N-(3-methyl-4-{2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl]-ethyl}-phenyl)-acetamide;

(679) 1-(2,3-dimethyl-4-{2-[2-(4-methyl-cyclohexyl)-4-
o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
phenyl)-1-methyl-urea;

(680) 1-(2,5-dimethyl-4-{2-[2-(4-methyl-cyclohexyl)-4-
o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
phenyl)-1-methyl-urea;

(681) {4-[2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]dec-
1-ene-8-sulfonyl)-ethyl]-3-methyl-benzyl }-(2-hydroxy-
ethyl)-carbamic acid tert-butyl ester;

(682) 1-(3-methoxy-5-methyl-4-{2-[ 2-(4-methyl-cyclo-
hexyl)-4-o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-ethyl}-phenyl)-1-methyl-urea;

(683) 1-(3-chloro-5-methyl-4-{2-[2-(4-methyl-cyclohexyl)-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-phenyl)-1-methyl-urea;

(684) 1-(2-methoxy-3,5-dimethyl-4-{2-[2-(4-methyl-cyclo-
hexyl)-4-o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-ethyl}-phenyl)-1-methyl-urea;

(685) 5,7-dimethyl-6-{2-[2-(4-methyl-cyclohexyl)-4-oxo-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-1H-
quinazoline-2,4-dione;

(686) 8-{(E)-2-[1-(2-amino-ethyl)-1H-indol-4-yl]-ethene-
sulfonyl}-2-cyclohexyl-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(687) 8-[(E)-2-(4-aminomethyl-phenyl)-ethenesulfonyl]-2-
cyclohexyl-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(688) (S)-2-amino-3-hydroxy-N-(3-methyl-4-{(E)-2-[4-
0x0-2-(3-trifluoromethyl-phenyl)-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl]-vinyl}-phenyl)-propionamide;

(689) N-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl]-vinyl}-phenyl)-N-piperidin-4-yl-methanesulfo-
namide;
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(690) 8-[(E)-2-(2,6-dimethyl-4-methylamino-phenyl)-ethe-
nesulfonyl]-2-(9,9,9-trifluoro-nonyl)-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(691) 8-[(E)-2-(2,6-dimethyl-4-methylamino-phenyl)-ethe-
nesulfonyl]-2-(8,8,9,9,9-pentafluoro-nonyl)-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(692)  1-{3,5-dimethyl-4-[(E)-2-(2-nonyl-4-0xo0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl)-vinyl]-phenyl }-1-
methyl-urea;

(693)  1-(2-methoxy-3,5-dimethyl-4-{(E)-2-[2-(4-methyl-
cyclohexyl)-4-oxo0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl]-vinyl}-phenyl)-1-methyl-urea;

(694) 1-[3,5-dimethyl-4-((E)-2-{4-0x0-2-[4-(3,3,3-trif-
luoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl}-vinyl)-phenyl]-1-(2-fluoro-ethyl)-urea;

(695)  1-(3-chloro-5-methyl-4-{(E)-2-[2-(4-methyl-cyclo-
hexyl)-4-o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-vinyl}-phenyl)-1-methyl-urea;

(696) 1-[3,5-dimethyl-4-(2-{4-0x0-2-[4-(3,3,3-trifluoro-
propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl}-ethyl)-phenyl]-1-methyl-urea;

(697)  8-{(BE)-2-[4-((R)-2,3-dihydroxy-propoxy)-2,6-dim-
ethyl-phenyl]-ethenesulfonyl}-2-[4-(3,3,3-trifluoro-pro-
pyD)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(698) 8-((E)-2-{4-[2-(R)-2,3-dihydroxy-propoxy)-ethoxy]-
2,6-dimethyl-phenyl}-ethenesulfonyl)-2-[4-(3,3,3-trif-
luoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;

(699) N-[3,5-dimethyl-4-((E)-2-{4-0x0-2-[4-(3,3,3-trif-
luoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl}-vinyl)-phenyl]-N-[2-(2-hydroxy-
ethoxy)-ethyl]-acetamide;

(700) N-[2-(2-hydroxy-ethoxy)-ethyl]-N-{3-methyl-4-[(E)-
2-(2-nonyl-4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl)-vinyl]-phenyl}-acetamide;

(701)  N-{3,5-dimethyl-4-[(E)-2-(2-nonyl-4-0xo0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl)-vinyl]-phenyl }-N-
(2-hydroxy-ethyl)-acetamide;

(702) 2-cyclohexyl-8-{(E)-2-[1-((S)-2,3-dihydroxy-pro-
pyD)-1H-indol-5-yl]-ethenesulfonyl}-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(704)  8-((B)-2-{1-[2-((S)-2,3-dihydroxy-propoxy)-ethyl]-
1H-indol-4-y1}-ethenesulfonyl)-2-[4-(3,3,3-trifluoro-pro-
pyD)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(705) 8-{(E)-2-[2,6-dimethyl-4-((2S,3S)-2,3,4-trihydroxy-
butoxy)-phenyl]-ethenesulfonyl}-2-[4-(3,3,3-trifluoro-
propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(706) 2-[4-(3,3,3-trifluoro-propyl)-cyclohexyl]-8-((E)-2-{1-
[2-((28,3S)-2,3,4-trihydroxy-butoxy)-ethyl|-H-indol-4-
yl}-ethenesulfonyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(707) N—((S)-2,3-dihydroxy-propyl)-N-(3,5-dimethyl-4-{
(E)-2-[4-0%0-2-(9,9,9-trifluoro-nonyl)-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-vinyl }-phenyl)-acetamide;

(708) {4-[(B)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-vinyl]-3-methyl-benzyl}-(2-hy-
droxy-ethyl)-carbamic acid tert-butyl ester;

(709)  N-{4-[(E)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-vinyl]-3,5-dimethyl-phenyl} -
N-(4-hydroxy-cyclohexyl)-acetamide;

(710) 2-cyclohexyl-8-((E)-2-{4-[(R)-2-(2-hydroxy-
ethoxymethyl)-5-oxo-pyrrolidin-1-yl1]-2,6-dimethyl-phe-
nyl}-ethenesulfonyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;
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(711) N-(2-hydroxy-ethyl)-N-(3-methyl-4-{(E)-2-[4-0x0-2-
(3-trifluoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]|dec-
1-ene-8-sulfonyl]-vinyl }-phenyl)-isobutylamide;

(712)  8-{(B)-2-[4-((R)-5-hydroxymethyl-3,3-dimethyl-2-
oxo-pyrrolidin-1-y1)-2,6-dimethyl-phenyl]-ethenesulfo-
nyl}-2-(3-trifluvoromethoxy-phenyl)-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(713)  8-{(B)-2-[4-((R)-5-hydroxymethyl-3-methyl-2-oxo-
pyrrolidin-1-y1)-2,6-dimethyl-phenyl]-ethenesulfonyl }-2-
(3-trifluoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]|dec-
1-en-4-one;

(714) 3-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl]-vinyl}-phenyl)-1-(2-hydroxy-ethyl)-5,5-dim-
ethyl-imidazolidine-2,4-dione;

(715) N-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl]-vinyl}-phenyl)-N-(4-hydroxy-cyclohexyl)
methanesulfonamide;

(716) N-(4-{(E)-2-[2-(4-butyl-cyclohexyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl}-3,5-dimethyl-
phenyl)-N-[2-(2-hydroxy-ethoxy)-ethyl]|-acetamide;

(717)  N-(2-fluoro-5-methyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl]-vinyl}-phenyl)-N-(2-hydroxy-ethyl)-acet-
amide;

(718) N-(4-{(E)-2-[2-(4-fluoro-3-trifluoromethyl-phenyl)-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-3,5-dimethyl-phenyl)-N-(2-hydroxy-ethyl)-acet-
amide;

(719) N-(2-hydroxy-ethyl)-N-(3-methyl-4-{(E)-2-[4-0x0-2-
(3-trifluoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]|dec-
1-ene-8-sulfonyl]-vinyl }-phenyl)-methanesulfonamide;

(720)  N-(2-hydroxy-ethyl)-N-{3-methyl-4-[2-(2-nonyl-4-
ox0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl)-ethyl]-
phenyl}-methanesulfonamide;

(721) N-(4-{2-[2-(4-fluoro-3-trifluoromethyl-phenyl)-4-
o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
3-methyl-phenyl)-N-(2-hydroxy-ethyl)-acetamide;

(722) 2-hydroxy-N-(2-hydroxy-ethyl)-N-(3-methyl-4-{(E)-
2-[4-0x0-2-(3-trifluoromethoxy-phenyl)-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl } -phenyl)-acet-
amide;

(723) 1-[3,5-dimethyl-4-((E)-2-{4-0x0-2-[4-(3,3,3-trif-
Iuoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl}-vinyl)-phenyl]-1-methyl-urea;

(724) 1-[3,5-dimethyl-4-((E)-2-{4-0x0-2-[4-(3,3,3-trif-
Iuoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl}-vinyl)-phenyl]-1-[2-(2-hydroxy-ethoxy)-
ethyl]-urea;

(725) 1-[3,5-dimethyl-4-((E)-2-{4-0x0-2-[4-(3,3,3-trif-
Iuoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl}-vinyl)-phenyl]-1-(2-methoxy-ethyl)-
urea;

(726) 1-(3,5-dimethyl-4-{(E)-2-[2-(4-methyl-cyclohexyl)-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-phenyl)-1-isopropyl-urea;

(727) 1-(3-ethyl-4-{(B)-2-[2-(4-methyl-cyclohexyl)-4-oxo-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl }-phe-
nyl)-1-methyl-urea;

(728) 1-(3-methoxy-5-methyl-4-{(B)-2-[2-(4-methyl-cyclo-
hexyl)-4-o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-vinyl}-phenyl)-1-methyl-urea;

(729) 1-cyanomethyl-1-(3-methyl-4-{(E)-2-[4-0x0-2-(3-tri-
fluoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-
8-sulfonyl]-vinyl}-phenyl)-urea;
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(730) 1-cyclopentyl-1-(3-methyl-4-{(E)-2-[4-0x0-2-(3-trif-
luoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-
8-sulfonyl]-vinyl}-phenyl)-urea;

(731) 1-(3-methyl-4-{(E)-2-[4-0x0-2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-phenyl)-1-(2,2,2-trifluoro-ethyl)-urea;

(732)  1-(4-{2-[2-(4-ethyl-cyclohexyl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,5-dimethyl-
phenyl)-1-methyl-urea;

(733) 1-((S)-2,3-dihydroxy-propyl)-1-(3,5-dimethyl-4-{ (E)-
2-[2-(4-methyl-cyclohexyl)-4-oxo0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl]-vinyl}-phenyl)-urea;

(734)  N-{4-[(BE)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-vinyl]-3-methyl-phenyl}-N-
cyclopentyl-acetamide;

(735) (S)-2-amino-N-{4-[(E)-2-(2-cyclohexyl-4-0x0-1,3,8-
triaza-spiro[4.5]dec-1-ene-8-sulfonyl)-vinyl]-3,5-dim-
ethyl-phenyl}-3-methyl-butylamide;

(736)  2-{4-[(BE)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-vinyl]-indol-1-y1}-N-pyridin-
4-yl-acetamide;

(737)  2-(3-methyl-4-{(E)-2-[2-(4-methyl-cyclohexyl)-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl} -
phenyl)-acetamide;

(738) 2-cyclohexyl-8-{(E)-2-[4-(4,5-dihydro-thiazol-2-
ylamino)-2,6-dimethyl-phenyl]-ethenesulfonyl}-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;

(739) 2-cyclohexyl-8-{(E)-2-[2-methyl-4-(3-methyl-ox-
etan-3-ylmethoxy)-phenyl]-ethenesulfonyl}-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(740) 1-(3,5-dimethyl-4-{2-[2-(4-methyl-cyclohexyl)-4-
oxo-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-cyclo-
propyl}-phenyl)-1-methyl-urea;

(741) 1-(3,5-dimethyl-4-{(E)-1-methyl-2-[2-(4-methyl-cy-
clohexyl)-4-o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl]-vinyl}-phenyl)-1-methyl-urea;

(742) N-(3-methyl-4-{(E)-2-[4-0x0-2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-phenyl)-sulfamide;

(743) N-(3-hydroxy-propyl)-N'-(3-methyl-4-{(E)-2-[4-ox0-
2-(3-trifluoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl]-vinyl}-phenyl)-sulfamide;

(744) N-methyl-N-(3-methyl-4-{(B)-3-[2-(4-methyl-cyclo-
hexyl)-4-o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-propenyl}-phenyl)-acetamide;

(745) 2-cyclohexyl-8-[2-(2-methyl-1H-indol-4-yl)-ethane-
sulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(746)  8-{2-[1-((S)-2,3-dihydroxy-propyl)-1H-indol-4-y1]-
ethanesulfonyl }-2-(3-trifluoromethoxy-phenyl)-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(747) 2-cyclohexyl-8-[2-(1-methyl-1,2,3,4-tetrahydro-qui-
nolin-5-yl)-ethanesulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;

(748)  2-cyclohexyl-8-{2-[1-(3,4-dihydroxy-butyl)-1H-in-
dol-4-yl]-ethanesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;

(749)  3-(2,6-dimethyl-4-{2-[2-(4-methyl-cyclohexyl)-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
phenyl)-imidazolidine-2,4-dione;

(750) 2-(3-methyl-4-{2-[2-(4-methyl-cyclohexyl)-4-ox0-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-phe-
nyl)-acetamide;

(751) N-(3-ethoxy-4-{2-[2-(4-methyl-cyclohexyl)-4-ox0-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-phe-
nyl)-acetamide;
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(752) N-(3-ethyl-4-{2-[2-(4-methyl-cyclohexyl)-4-0x0-1,3, (774) 3-[3,5-dimethyl-4-(2-{4-0x0-2-[4-(3,3,3-trifluoro-
8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-phenyl)- propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl}-ethyl)-benzyl]-imidazolidine-2,4-dione;
(775) 3-[3,5-dimethyl-4-(2-{4-0x0-2-[4-(3,3,3-trifluoro-
propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl}-ethyl)-benzyl]-5,5-dimethyl-imidazolidine-2,4-

w

acetamide;
(753) N-(3-ethoxymethyl-4-{2-[2-(4-methyl-cyclohexyl)-4-

o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
dione;
(776) 8-1{2-[2,6-dimethyl-4-(2-0xo-pyrrolidin-1-ylmethyl)-

ethyl}-phenyl)-acetamide; phenyl] -ethanesulfonyl} -.2-[4-(3 ,3,3-trifluoro-propyl)-cy-
(755) N-(2-methoxy-ethyl)-N-[3-methyl4-(2-{4-ox0-2-[4- 17 _<lohexyll ';’g’iimaf;'lsfzroz[“{'i]dec' o
(3,3,3-trifluoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro 777 | N ) il 1m61: y1-4-(2-14-0x0-2-[4( dec “HHnoro-
[4.5]dec-1-ene-8-sulfonyl}-ethyl)-phenyl]-acetamide; propyl)-cyclohexyl]-1 ,3,8-tnazg-§p1ro [4'5]. ec-1-ene-8-
: ’ sulfonyl}-ethyl)-benzyl]-pyrrolidine-2,5-dione;
(778)  3-(2,5-dimethyl-4-{2-[2-(4-methyl-cyclohexyl)-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -

phenyl)-acetamide;
(754) N-(3-methoxymethyl-4-{2-[2-(4-methyl-cyclohexyl)-

4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-

(756)  N-[3,5-dimethyl-4-(2-{4-0x0-2-[4-(3,3,3-trifluoro-
propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-sul- .
fonyl}-ethyl)-phenyl]-N-(2-methoxy-ethyl)-acetamide; phenyl)-imidazolidine-2,4-dione;
(757)  N-[2-(2-fluoro-ethoxy)-ethyl]-N-[3-methyl-4-(2-{4- (779)  3-(3,5-dimethyl-4-{2-[2-(4-methyl-cyclohexyl)-4-
0X0-2-[4-(3,3,3-trifluoro-propyl)-cyclohexyl]-1,3,8-tri- 0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
aza-spiro[4.5]dec-1-ene-8-sulfonyl}-ethyl)-phenyl]acet- benzyl)-imidazolidine-2,4-dione;
20 (780)  3-(3,5-dimethyl-4-{2-[2-(4-methyl-cyclohexyl)-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -

amide;

(758)  N-[2-(2-hydroxy-ethoxy)-ethyl]-N-[3-methyl-4-(2-
{4-0x0-2-[4-(3,3,3-trifluoro-propyl)-cyclohexyl]-1,3,8- benzyl)-5,5-dimethyl-imidazolidine-2,4-dione;
triaza-spiro[4.5]dec-1-ene-8-sulfonyl}-ethyl)-phenyl]ac- (781) 8-{2-[2,6-dimethyl-4-(2-0x0-pyrrolidin-1-ylmethyl)-
etamide; phenyl]-ethanesulfonyl}-2-(4-methyl-cyclohexyl)-1,3,8-

(759)  N-[3,5-dimethyl-4-(2-{4-0x0-2-[4-(3,3 3-trifluoro- 25 _triaza-spiro[4.5]dec-1-en-4-one;
propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8- (782)  1-(3.5-dimethyl-4-{2-[2-(4-methyl-cyclohexyl)-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
benzyl)-pyrrolidine-2,5-dione;
N-(2,6-dimethyl-4-{2-[2-(4-methyl-cyclohexyl)-4-

sulfonyl}-ethyl)-phenyl]-N-methyl-acetamide;
3-[3,5-dimethyl-4-(2-{4-0x0-2-[4-(3,3,3-trifluoro- (783)
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -

(760)
propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8- o
Ifonyl}-ethyl)-phenyl]-1-methyl-imidazolidine-2,4-di-
sulfonyl}-ethyl)-phenyl]-1-methyl-imidazolidine-2.4-di phenyl)-N-methyl-acetamide;
(784)  N-[3,5-dimethyl-4-(2-{4-0x0-2-[4-(3,3,3-trifluoro-
propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-

one;
(761) 8-(2-{4-[4-(2-fluoro-ethyl)-piperazine-1-carbonyl]-2,
6-dimethyl-phenyl} -ethanesulfony.l)-2- [4-.(3 ,3,3-trif- sulfonyl}-ethyl)-benzyl]-N-methyl-acetamide;
Inoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1- (785)  N-(3,5-dimethyl-4-{2-[2-(4-methyl-cyclohexyl)-4-
en-4-one; . . 0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
(764)  8-{2-[2,6-dimethyl-4-(3-oxo-morpholin-4-y1)-phe- benzyl)-N-methyl-acetamide;
nyl]-ethanesulfonyl}-2-[4-(3,3,3-trifluoro-propyl)-cyclo- (786)  1-(3,5-dimethyl-4-{2-[2-(4-methyl-cyclohexyl)-4-
hexyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one; 0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
(765)  8-{2-[2,6-dimethyl-4-(3-oxo-morpholin-4-yl)-phe- 40 phenyl)-dihydro-pyrimidine-2,4-dione;
nyl]-ethanesulfonyl } -2-(4-methyl-cyclohexyl)-1,3,8-tri- (787)  3,5-dimethyl-4-(2- {4-0x0 -2-[4-(3,3,3-trifluoro-pro-
aza-spiro[4.5]dec-1-en-4-one; pyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
(766)  N-[3,5-dimethyl-4-(2-{4-0x0-2-[4-(3,3,3-trifluoro- fonyl}-ethyl)-benzoic acid trimethylhydrazide;
propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8- (788)  8-{2-[1-((S)-2,3-dihydroxy-propyl)-1H-indol-4-y1]-
sulfonyl}-ethyl)-phenyl]-N-[2-(2-fluoro-ethoxy)-ethyl] 45  ethanesulfonyl}-2-(8,8,9,9.9-pentafluoro-nonyl)-1,3,8-
triaza-spiro-[4.5]dec-1-en-4-one;
(789)  8-{2-[1-((S)-2,3-dihydroxy-propyl)-1H-indol-4-y1]-
ethanesulfonyl }-2-(9,9,9-trifluoro-nonyl)-1,3,8-triaza-

spiro[4.5]dec-1-en-4-one;

acetamide;
3-(3,5-dimethyl-4-{2-[2-(4-methyl-cyclohexyl)-4-
3-{3-methyl-4-[2-(2-nonyl-4-0x0-1,3,8-triaza-spiro

(767)
o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
phenyl)-5-methyl-imidazolidine-2,4-dione;

(768)  3,5-dimethyl-4-(2-{4-0x0-2-[4-(3,3,3-trifluoro-pro- 50 (790)
pyD-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul- [4.5]dec-1-ene-8-sulfonyl)-ethyl]-phenyl}-imidazolidine-
2.,4-dione;
(791) 8-{2-[1-((R)-2,3-dihydroxy-propyl)-4,6-dimethyl-1H-
indol-5-yl]-ethanesulfonyl}-2-[4-(3,3,3-trifluoro-propyl)-

fonyl}-ethyl)-benzoic acid,
(769)  3,5-dimethyl-4-(2-{4-0x0-2-[4-(3,3,3-trifluoro-pro-
pyD-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl}-ethyl)-benzoic acid N'-acetyl-hydrazide; 55 cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;
(792) 3-(3-methyl-4-{2-[4-0x0-2-(3-trifluoromethoxy-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -

(770) 8-[2-(4-hydroxymethyl-2,6-dimethyl-phenyl)-ethane-
sulfonyl]-2-[4-(3,3,3-trifluoro-propyl)-cyclohexyl]-1,3,8-
phenyl)-imidazolidine-2,4-dione;
8-{2-[2-methyl-4-(3-0xo0-morpholin-4-y1)-phenyl] -

triaza-spiro[4.5]dec-1-en-4-one;
(771) 8-{2-[2,6-dimethyl-4-(2-oxo0-piperidin-1-y1)-phenyl]- (793)
ethanesulfonyl }-2-(4-methyl-cyclohexyl)-1,3,8-triaza- 60  ethanesulfonyl}-2-(3-trifluoromethoxy-phenyl)-1,3,8-tri-
spiro[4.5]dec-1-en-4-one; aza-spiro[4.5]dec-1-en-4-one;
(772)  N-[3,5-dimethyl-4-(2-{4-0x0-2-[4-(3,3,3-trifluoro- (794) N-(4-{2-[2-(4-fluoro-3-trifluoromethyl-phenyl)-4-
propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8- 0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl } -
sulfonyl}-ethyl)-benzyl]-acetamide; 3,5-dimethyl-phenyl)-N-(2-hydroxy-ethyl)-acetamide;
N-(3,5-dimethyl-4-{2-[2-(4-methyl-cyclohexyl)-4- 65 (795) 3-{4-[2-(2-nonyl-4-0x0-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl)-ethyl]-3-trifluoromethyl-phenyl}-imida-

(773)
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
zolidine-2,4-dione;

benzyl)-acetamide;
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(796) 3,5-dimethyl-4-[2-(2-nonyl-4-oxo0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-ethyl]-benzoic acid;

(797) 2-(4-fluoro-3-trifluoromethyl-phenyl)-8-{2-[4-(4-hy-
droxy-piperidine-1-carbonyl)-2,6-dimethyl-phenyl]-eth-
anesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(798)  8-{2-[4-(3,4-dihydroxy-butoxy)-2,6-dimethyl-phe-
nyl]-ethanesulfonyl}-2-nonyl-1,3,8-triaza-spiro[4.5]dec-
1-en-4-one;

(799) 3-(3,5-dimethyl-4-{2-[4-0x0-2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-phenyl)-imidazolidine-2,4-dione;

(800)  3-(4-{2-[2-(4-fluoro-3-trifluoromethyl-phenyl)-oxo-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,5-
dimethyl-phenyl)-imidazolidine-2,4-dione;

(801)  8-{2-[4-(3,4-dihydroxy-butoxy)-2,6-dimethyl-phe-
nyl]-ethanesulfonyl }-2-(4-fluoro-3-trifluoromethyl  phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(802) 8-{2-[4-(4-fluoromethyl-4-hydroxy-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethanesulfonyl}-2-(4-
fluoro-3-trifluoromethyl-phenyl)-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(803)  2-(4-fluoro-3-trifluoromethyl-phenyl)-8-{2-[4-(hy-
droxy-4-methyl-piperidine-1-carbonyl)-2,6-dimethyl-
phenyl]-ethanesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(804) 8-{2-[2,6-dimethyl-4-(2-0xa-7-aza-spiro[3.5]nonane-
7-carbonyl)-phenyl]-ethanesulfonyl } -2-(4-fluoro-3-trif-
luoromethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(812) N-(3-isopropoxy-4-{2-[2-(4-methyl-cyclohexyl)-4-
o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
phenyl)-acetamide;

(817) 1-{3,5-dimethyl-4-[2-(2-nonyl-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl)-ethyl]-phenyl}-1-
methyl-urea;

(818) 1-[3,5-dimethyl-4-(2-{4-0x0-2-[4-(3,3,3-trifluoro-
propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl}-ethyl)-phenyl]-1-(2-fluoro-ethyl)-urea;

(820)  N-[3,5-dimethyl-4-(2-{4-0x0-2-[4-(3,3,3-trifluoro-
propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl}-ethyl)-phenyl]-N-[2-(2-hydroxy-ethoxy)-
ethyl]-acetamide;

(821) 8-{2-[4-((R)-2,3-dihydroxy-propoxy)-2,6-dimethyl-
phenyl]-ethanesulfonyl }-2-[4-(3,3,3-trifluoro-propyl)-cy-
clohexyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(822)  8-(2-{1-[2-((S)-2,3-dihydroxy-propoxy)-ethyl]-1H-
indol-4-yl}-ethanesulfonyl)-2-[4-(3,3,3-trifluoro-propyl)-
cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(823) 2-[4-(3,3,3-trifluoro-propyl)-cyclohexyl]-8-(2-{1-[2-
((28,35)-2,3 4-trihydroxy-butoxy)-ethyl]-1H-indol-4-
yl}-ethanesulfonyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(824) N—((S)-2,3-dihydroxy-propyl)-N-(3,5-dimethyl-4-
{2-[4-0x0-2-(9,9,9-trifluoro-nonyl)-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-ethyl } -phenyl)-acetamide;

(825)  N-[2-(2-hydroxy-ethoxy)-ethyl]-N-{3-methyl-4-[2-
(2-nonyl-4-o0x0-1,3,8-triaza-spiro[ 4.5]dec-1-ene-8-sulfo-
nyl)-ethyl]-phenyl }-acetamide;

(826) 1-[3,5-dimethyl-4-(2-{4-0x0-2-[4-(3,3,3-trifluoro-
propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl}-ethyl)-phenyl]-1-[2-(2-hydroxy-ethoxy)-
ethyl]-urea;

(827) 1-[3,5-dimethyl-4-(2-{4-0x0-2-[4-(3,3,3-trifluoro-
propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl}-ethyl)-phenyl]-1-(2-methoxy-ethyl)-urea;
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(828) 1-(3,5-dimethyl-4-{2-[2-(4-methyl-cyclohexyl)-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
phenyl)-1-isopropyl-urea;

(829) 1-(3-ethyl-4-{2-[2-(4-methyl-cyclohexyl)-4-0x0-1,3,
8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-phenyl)-
1-methyl-urea;

(830) 1-((S)-2,3-dihydroxy-propyl)-1-(3,5-dimethyl-4-{2-
[2-(4-methyl-cyclohexyl)-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl]-ethyl } -phenyl)-urea;

(831)  8-{2-[4-(4-hydroxy-4-hydroxymethyl-piperidine-1-
carbonyl)-2,6-dimethyl-phenyl]-ethanesulfonyl}-2-(3-tri-
fluoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(832)  3-{3,5-dimethyl-4-[2-(2-nonyl-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl)-ethyl]-phenyl}-imidazo-
lidine-2,4-dione;

(833) 5-tert-butoxymethyl-3-(3,5-dimethyl-4-{2-[2-(4-
methyl-cyclohexyl)-4-0x0-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl]-ethyl}-phenyl)-imidazolidine-2,4-dione;

(834)  2-(4-methyl-cyclohexyl)-8-{2-[2-methyl-4-(5-0xo0-
pyrazolidin-1-yl)-phenyl]-ethanesulfonyl}-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(835) 2-cyclohexyl-8-[2-(1H-indol-7-yl)-ethanesulfonyl]-1,
3,8-triaza-spiro[4.5]dec-1-en-4-one;

(836) 2-cyclohexyl-8-[2-(6-trifluoromethyl-1H-indol-5-y1)-
ethanesulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(837) 2-cyclohexyl-8-[2-(6-methyl-1H-indol-5-yl)-ethane-
sulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(838) 2-cyclohexyl-8-(2-{1-[2-(2-hydroxy-ethoxy)-ethyl]-
1H-indol-5-y1}-ethanesulfonyl)-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(839) 2-cyclohexyl-8-[2-(6-trifluoromethyl-1H-benzimida-
701-5-yl)-ethanesulfonyl]-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;

(840)  8-{2-[1-((S)-2,3-dihydroxy-propyl)-1H-indol-4-y1]-
ethanesulfonyl }-2-(3-trifluoromethyl-phenyl)-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(841)  2-cyclohexyl-8-{2-[4-(1,1-dioxo-1A%-thiomorpho-
line-4-carbonyl)-2-methyl-phenyl]-ethanesulfonyl}-1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;

(842) 2-cyclohexyl-8-{2-[4-(2-dimethylamino-ethylamino)-
2-methyl-phenyl]-ethanesulfonyl}-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(843) 8-{2-[2-methyl-4-(4-methyl-piperazine-1-carbonyl)-
phenyl]-ethanesulfonyl}-2-(3-trifluoromethoxy-phenyl)
1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(844) 4-[2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]dec-
1-ene-8-sulfonyl)-ethyl]-N-(2-dimethylamino-ethyl)-3-
methyl-benzenesulfonamide;

(845) 8-(2-{2-methyl-4-[2-(4-methyl-piperazin-1-yl)-2-
oxo-ethylamino]-phenyl}-ethanesulfonyl)-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(846) 3-methyl-4-{2-[4-0x0-2-(3-trifluoromethoxy-phenyl)-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-N-
pyridin-4-yl-benzenesulfonamide;

(847) 2-(3-methyl-4-{2-[4-0x0-2-(3-trifluoromethoxy-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
phenylamino)-acetamide;

(848) N-(1-benzyl-piperidin-4-y1)-3-methyl-4-{2-[4-0x0-2-
(3-trifluoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-
1-ene-8-sulfonyl]-ethyl}-benzenesulfonamide;

(849) 8-{2-[4-(4-isopropyl-piperazine-1-carbonyl)-2-
methyl-phenyl]-ethanesulfonyl } -2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;
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(850)  8-{2-[1-((S)-2,3-dihydroxy-propyl)-1H-indol-5-y1]-
ethanesulfonyl }-2-(3-trifluoromethoxy-phenyl)-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(851)  N—((R)-2,3-dihydroxy-propyl)-3-methyl-4-{2-[4-
0x0-2-(3-trifluoromethoxy-phenyl)-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-ethyl}-benzenesulfonamide;

(852) 3-methyl-4-{2-[4-0x0-2-(3-trifluoromethyl-phenyl)-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-N-
pyridin-3-ylmethyl-benzenesulfonamide;

(853) N-(4-hydroxy-cyclohexyl)-3-methyl-4-{2-[4-0x0-2-
(3-trifluoromethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl]-ethyl}-benzenesulfonamide;

(854) N-(2-hydroxy-1,1-bis-hydroxymethyl-ethyl)-3-
methyl-4-{2-[4-0x0-2-(3-trifluoromethyl-phenyl)-1,3,8-
triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl }-benzene-
sulfonamide;

(855)  8-{2-[4-(3,4-dihydroxy-butoxy)-3,5-dimethyl-phe-
nyl]-ethanesulfonyl }-2-(3-trifluoromethoxy-phenyl)-1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;

(856) 2-(4-fluoro-3-trifluoromethyl-phenyl)-8-{2-[2-
methyl-4-(pyrrolidine-1-carbonyl)-phenyl]-ethanesulfo-
nyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(857) 2-(4-fluoro-3-triffuoromethyl-phenyl)-8-{2-[4-((R)-2-
hydroxymethyl-5-oxo-pyrrolidin-1-yl)-2-methyl-phe-
nyl]-ethanesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(858) 2-(4-fluoro-3-trifluoromethyl-phenyl)-8-{2-[4-((S)-2-
hydroxymethyl-5-oxo-pyrrolidin-1-yl)-2-methyl-phe-
nyl]-ethanesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(859) 4-(3-methyl-4-{2-[4-0x0-2-(3-trifluoromethoxy-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
phenoxy)-piperidine-1-carboxylic acid tert-butyl ester;

(860) 8-{2-[4-(3,4-dihydroxy-butoxy)-3,5-difluoro-phe-
nyl]-ethanesulfonyl }-2-(3-trifluoromethoxy-phenyl)-1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;

(861) 2-cyclohexyl-8-{2-[2-methyl-4-(2-ox0-azetidin-1-yl)-
phenyl]-ethanesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(862) 1-methyl-3-(3-methyl-4-{2-[ 2-(4-methyl-cyclo-
hexyl)-4-o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-ethyl}-phenyl)-imidazolidine-2,4-dione;

(863) 5,5-dimethyl-3-(3-methyl-4-{2-[2-(4-methyl-cyclo-
hexyl)-4-o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-ethyl}-phenyl)-imidazolidine-2,4-dione;

(864) 5,5-dimethyl-3-[3-methyl-4-(2-{4-0x0-2-[4-(3,3,3-tri-
fluoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl }-ethyl)-phenyl]-imidazolidine-2,4-dione;

(865)  2-(4-methyl-cyclohexyl)-8-{2-[2-methyl-4-(2-ox0-
oxazolidin-3-yl)-phenyl]-ethanesulfonyl}-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(866)  2-(4-methyl-cyclohexyl)-8-{2-[2-methyl-4-(4-oxo0-
oxazolidin-3-yl)-phenyl]-ethanesulfonyl}-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(867) 8-{2-[1-((R)-2,3-dihydroxy-propyl)-1H-indol-4-y1]-
ethanesulfonyl }-2-[4-(3,3,3-trifluoro-propyl)-cyclo-
hexyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(868) 8-(2-{4-[(1H-imidazol-2-yl)-methyl-amino]-2,6-dim-
ethyl-phenyl } -ethanesulfonyl)-2-(4-methyl-cyclohex 1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;

(869)  3-(3,5-dimethyl-4-{2-[2-(4-methyl-cyclohexyl)-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
phenyl)-5,5-dimethyl-imidazolidine-2.4-dione;

(870) 2-(4-methyl-cyclohexyl)-8-{2-[2-methyl-4-(2-0x-pip-
erazin-1-yl)-phenyl]-ethanesulfonyl}-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;
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(872) 2-cyclohexyl-8-{2-[1-((S)-2,3-dihydroxy-propyl)
indol-5-yl]-ethanesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;

(873) N-(2-fluoro-5-methyl-4-{2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]|dec-1-ene-8-
sulfonyl]-ethyl}-phenyl)-N-(2-hydroxy-ethyl)-acet-
amide;

(874) N-(3-methyl-4-{2-[4-0x0-2-(3-trifluoromethoxy-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
phenyl)-sulfamide;

(875) N-(3-hydroxy-propyl)-N'-(3-methyl-4-{2-[4-0x0-2-
(3-trifluoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-
1-ene-8-sulfonyl]-ethyl}-phenyl)-sulfamide;

(876) 1-cyanomethyl-1-(3-methyl-4-{2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]|dec-1-ene-8-
sulfonyl]-ethyl }-phenyl)-urea;

(877) 1-(3-methyl-4-{2-[4-0x0-2-(3-trifluoromethoxy-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
phenyl)-1-(2,2,2-trifluoro-ethyl)-urea;

(878)  1-(4-{2-[2-(4-ethyl-cyclohexyl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3-methyl-phe-
nyl)-imidazolidine-2.4-dione;

(879)  1-(4-{2-[2-(4-ethyl-cyclohexyl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3-methyl-phe-
nyl)-5-methyl-imidazolidine-2,4-dione;

(880)  3-(4-{2-[2-(4-butyl-cyclohexyl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3-methyl-phe-
nyl)-imidazolidine-2.4-dione;

(881) 3-(3-methyl-4-{2-[2-(4-methyl-cyclohexyl)-4-oxo0-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-phe-
nyl)-imidazolidine-2.4-dione;

(882) 3-(4-{2-[2-(4-isopropyl-cyclohexyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3-methyl-
phenyl)-imidazolidine-2,4-dione;

(883)  3-(3,5-dimethyl-4-{2-[2-(4-methyl-cyclohexyl)-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
phenyl)-imidazolidine-2,4-dione;

(884) 3-(4-{2-[2-(4-isopropyl-cyclohexyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,5-dimethyl-
phenyl)-imidazolidine-2,4-dione;

(885)  3-(3,5-dimethyl-4-{2-[2-(4-methyl-cyclohexyl)-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
phenyl)-1,5,5-trimethyl-imidazolidine-2.4-dione;

(886) (S)-2-amino-3-hydroxy-N-(3-methyl-4-{2-[4-0x0-2-
(3-trifluoromethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl]-ethyl}-phenyl)-propionamide;

(887)  1-(4-{2-[2-(4-ethyl-cyclohexyl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3-methyl-phe-
nyl)-5,5-dimethyl-imidazolidine-2,4-dione;

(888)  3,5-dimethyl-4-(2-{4-0x0-2-[4-(3,3,3-trifluoro-pro-
pyD-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl}-ethyl)-benzoic acid N,N'-dimethyl-hydrazide;

(889) 8-{2-[2-methyl-4-(piperidin-4-yloxy)-phenyl]-ethane-
sulfonyl}-2-(3-trifluoromethoxy-phenyl)-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one hydrochloride;

(890) 4-{2-[2-(4,4-difluoro-cyclohexyl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-trimethyl-
benzamide;

(891) 4-{2-[2-(4-methanesulfonyl-phenyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-trim-
ethyl-benzamide;

(892) 3,N,N-trimethyl-4-(2-{4-0x0-2-[(E)-2-(3-trifluorom-
ethyl-phenyl)-vinyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl}-ethyl)-benzamide;

(893) 3,N,N-trimethyl-4-[2-(4-0x0-2-phenylethynyl-1,3,8-
triaza-spiro[4.5]dec-1-ene-8-sulfonyl)-ethyl]-benzamide;
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(894) 4-{2-[2-(4-butyl-cyclohexyl)-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-trimethyl-benz-
amide;

(895) 4-{2-[2-(4-tert-butyl-cyclohexyl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-trimethyl-
benzamide;

(896) 4-{2-[2-(4-ethyl-cyclohexyl)-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-trimethyl-benz-
amide;

(897) 3,N,N-trimethyl-4-(2-{4-0x0-2-[4-(4,4,4-trifluoro-bu-
tyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl}-ethyl)-benzamide;

(898) 4-{2-[4-(cyclohexylmethyl-amino)-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]deca-1,3-di-
ene-8-sulfonyl]-ethyl}-3,N,N-trimethyl-benzamide;

(899)  4-{2-[4-dimethylamino-2-(3-trifluoromethoxy-phe-
nyl)-1,3,8-triaza-spiro[4.5]deca-1,3-diene-8-sulfonyl]-
ethyl}-3,N,N-trimethyl-benzamide;

(900)  4-{2-[4-[(Z)-hydroxyimino]-2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-3,N,N-trimethyl-benzamide;

(901)  4-{2-[4-[(Z)-methoxyimino]-2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-3,N,N-trimethyl-benzamide;

(902) 4-(2-{2-[4-(2-methoxy-ethyl)-cyclohexyl]-4-0x0-1,3,
8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl}-ethyl)-3,N,N-
trimethyl-benzamide;

(903) N-{4-[2-(2-cyclopentyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-ethyl]-3-methyl-phenyl} -acet-
amide;

(904) N-(3-methyl-4-{2-[4-0x0-2-(4-trifluoromethyl-cyclo-
hexyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-phenyl)-acetamide;

(905) N-(4-{2-[2-(4-butyl-cyclohexyl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl }-3-methyl-phe-
nyl)-acetamide;

(906) N-(4-{2-[2-(4-cyano-phenyl)-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-ethyl }-3-methyl-phenyl)-ac-
etamide;

(907) N-(4-{2-[2-(3-cyano-phenyl)-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-ethyl }-3-methyl-phenyl)-ac-
etamide;

(908) N-(4-{2-[2-(2-cyano-phenyl)-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-ethyl }-3-methyl-phenyl)-ac-
etamide;

(909) N-(4-{2-[2-(4-tert-butyl-cyclohexyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl } -3-methyl-
phenyl)-acetamide;

(910) N-(4-{2-[2-(4-ethoxymethyl-cyclohexyl)-4-0x0-1,3,
8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3-
methyl-phenyl)-acetamide;

(911) N-(3-methyl-4-{2-[4-0x0-2-(4-propoxy-cyclohexyl)-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-phe-
nyl)-acetamide;

(912) N-(4-{2-[2-(4-butoxy-cyclohexyl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl }-3-methyl-phe-
nyl)-acetamide;

(913) N-(4-{2-[2-(4-isopropoxymethyl-cyclohexyl)-4-oxo-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3-
methyl-phenyl)-acetamide;

(914) N-[4-(2-{2-[4-(3-fluoro-propoxy)-cyclohexyl]-4-oxo-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl } -ethyl)-3-
methyl-phenyl]-acetamide;

(915) N-[4-(2-{2-[4-(3-fluoro-propoxy)-cyclohexyl]-4-oxo-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl } -ethyl)-3-
methyl-phenyl]-acetamide;
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(916) N-[4-(2-{2-[4-((E)-3,3-difluoro-propenyl)-cyclo-
hexyl]-4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl}-ethyl)-3-methyl-phenyl]-acetamide;

(917) N-{4-[2-(2-cycloheptyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-ethyl]-3-methyl-phenyl}-acet-
amide;

(918) N-{4-[2-(2-adamantan-1-yl-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-ethyl]-3-methyl-phenyl}-ac-
etamide;

(919) N-[3-methyl-4-(2-{4-0x0-2-[4-(2,2,2-trifluoro-
ethoxymethyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl}-ethyl)-phenyl]-acetamide;

(920) N-[4-(2-{2-[4-(4-chloro-phenyl)-cyclohexyl]-4-oxo-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl }-ethyl)-3-
methyl-phenyl]-acetamide;

(921) N-[3-methyl-4-(2-{4-0x0-2-[4-(3,3,3-trifluoro-
propoxy)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl}-ethyl)-phenyl]-acetamide;

(922) N-[3-methyl-4-(2-{4-0x0-2-[4-(2,2,2-trifluoro-ethyl)-
cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl}-ethyl)-phenyl]-acetamide;

(923) N-(3-methyl-4-{2-[4-0x0-2-((1S,3R)-3-propyl-cyclo-
hexyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-phenyl)-acetamide;

(924) N-(3-methyl-4-{2-[2-((1S,3R)-3-methyl-cyclohexyl)-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-phenyl)-acetamide;

(925) N-(4-{2-[2-(4,4-dimethyl-cyclohexyl)-4-0x0-1,3,8-
triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3-methyl-
phenyl)-acetamide;

(926) N-(3-methyl-4-{2-[4-0x0-2-(3,3,5,5-tetramethyl-cy-
clohexyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-phenyl)-acetamide;

(927) N-[4-(2-{2-[4-(2-methoxy-ethyl)-cyclohexyl]-4-oxo-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl }-ethyl)-3-
methyl-phenyl]-acetamide;

(928) [3-methyl-4-(2-{4-0x0-2-[4-(3,3,3-trifluoro-propyl)-
cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl}-ethyl)-benzyl]-carbamic acid tert-butyl ester;

(929) N-(2-hydroxy-ethyl)-N-(3-methyl-4-{2-[4-0x0-2-(3-
triffuoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl]-ethyl}-phenyl)-isobutylamide;

(930)  2-hydroxy-N-(2-hydroxy-ethyl)-N-(3-methyl-4-{2-
[4-0x0-2-(3-trifluoromethoxy-phenyl)-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-ethyl } -phenyl)-acetamide;

(931)  N-(3,5-dimethyl-4-{2-[2-(4-methyl-cyclohexyl)-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
phenyl)-2,2 2-triffuoro-N-methyl-acetamide;

(932)  N-(3,5-dimethyl-4-{2-[2-((1S,3R)-3-methyl-cyclo-
hexyl)-4-o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-ethyl}-phenyl)-2,2,2-trifluoro-N-methyl-acetamide;

(933) N-(3,5-dimethyl-4-{2-[4-0x0-2-(3,3,5,5-tetramethyl-
cyclohexyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-phenyl)-2,2,2-trifluoro-N-methyl-acetamide;

(934) 1-{4-[2-(2-cycloheptyl-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-sulfonyl)-ethyl]-3,5-dimethyl-phenyl}-1-
methyl-urea;

(935) 1-(3,5-dimethyl-4-{2-[4-0x0-2-(3-trifluoromethoxy-
phenyl)-1,3.8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-phenyl)-1-methyl-urea;

(936) 1-[3,5-dimethyl-4-(2-{4-0x0-2-[4-(2,2,2-trifluoro-
ethyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl}-ethyl)-phenyl]-1-methyl-urea;

(937) 1-[2-chloro-3,5-dimethyl-4-(2-{4-0x0-2-[4-(2,2, trif-
luoro-ethyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl}-ethyl)-phenyl]-1-methyl-urea;
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(938) 1-(4-{2-[2-(4,4-dimethyl-cyclohexyl)-4-ox0-1,3, tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl }-3,5-dimethyl-
phenyl)-1-methyl-urea;

(939) 1-[3,5-dimethyl-4-(2-{4-0x0-2-[4-(3,3,3-trifluoro-
propylidene)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl }-ethyl)-phenyl]-1-methyl-urea;

(940) 1-[4-(2-{2-[4-(3,3-difluoro-allyl)-cyclohexyl]-4-oxo-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl }-ethyl)-3,5-
dimethyl-phenyl]-1-methyl-urea;

(941)
phenyl)-2,5,7-triaza-spiro[3.4]oct-5-ene-2-sulfonyl]-
ethyl}-phenyl)-1-methyl-urea;

(942) N-(4-{(B)-1-fluoro-2-[2-(4-methyl-cyclohexyl)-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl} -
3-methyl-phenyl)-N-methyl-acetamide;

(943)  3-[3-methyl-4-(2-{4-0x0-2-[4-(3,3,3-trifluoro-pro-
pyD-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl}-ethyl)-phenyl]-imidazolidine-2,4-dione;

(944) 3-[3-methyl-4-(2-{4-0x0-2-[4-(4,4,4-trifluoro-butyl)-
cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl}-ethyl)-phenyl]-imidazolidine-2,4-dione;

(945) 3-[4-(2-{2-[4-((E)-3,3-difluoro-propenyl)-cyclo-
hexyl]-4-ox0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl}-ethyl)-3-methyl-phenyl]-imidazolidine-2,4-dione;

(946) 3-[4-(2-{2-[4-(3,3-difluoro-allyl)-cyclohexyl]-4-oxo-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl } -ethyl)-3-
methyl-phenyl]-imidazolidine-2,4-dione;

(947) 3-(3-methyl-4-{2-[4-0x0-2-(4-trifluoromethyl-cyclo-
hexyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-phenyl)-imidazolidine-2,4-dione;

(948) 3-[3-methyl-4-(2-{4-0x0-2-[4-(2,2,2-trifluoro-ethyl)-
cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl}-ethyl)-phenyl]-imidazolidine-2,4-dione;

(949) 3-(3-methyl-4-{2-[4-0x0-2-((1S,3R)-3-propyl-cyclo-
hexyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-phenyl)-imidazolidine-2,4-dione;

(950) 3-(3-methyl-4-{2-[2-((1S,3R)-3-methyl-cyclohexyl)-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-phenyl)-imidazolidine-2,4-dione;

(951) 3-(4-{2-[2-(4,4-dimethyl-cyclohexyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl } -3-methyl-
phenyl)-imidazolidine-2.4-dione;

(952)  3-(3-methyl-4-{2-[4-0x0-2-(3,3,5,5-tetramethyl-cy-
clohexyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-phenyl)-imidazolidine-2,4-dione;

(953) N-(2-chloro-4-{2-[2-(4-ethyl-cyclohexyl)-4-0x0-1,3,
8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-5-
methyl-phenyl)-acetamide;

(954) N-(2-chloro-4-{2-[2-(4-ethyl-cyclohexyl)-4-0x0-1,3,
8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3-
methyl-phenyl)-acetamide;

(955)  N-[4-(2-{2-[4-(3,3-difluoro-propyl)-cyclohexyl]-4-
o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl}-ethyl)-
3-methyl-phenyl]-acetamide;

(956) 3-[4-(2-{2-[4-(3,3-difluoro-propyl)-cyclohexyl]oxo-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl } -ethyl)
3-methyl-phenyl]-imidazolidine-2.4-dione;

(957) 2-(2-cyclohexyl-4-ox0-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl)-N-phenyl-benzamide;

(958)  8-(2-{2-methyl-4-[4-(1-methyl-piperidin-4-y1)-pip-
erazine-1-carbonyl]-phenyl }-ethanesulfonyl-2-(3-trifluo-
romethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-4-one;

(959) 8-{(BE)-2-[4-((R)-3-fluoro-pyrrolidine-1-carbonyl)-2,
6-dimethyl-phenyl]-ethenesulfonyl}-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;
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(960)  8-{(B)-2-[4-(4-hydroxymethyl-piperidine-1-carbo-
nyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(961) 3,5,N,N-tetramethyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]|dec-1-ene-8-
sulfonyl]-vinyl } -benzamide;

(962) 3,5-dimethyl-4-{(E)-2-[4-0x0-2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-benzamide;

(963) 8-{(B)-2-[4-(3-fluoro-azetidine-1-carbonyl)-2,6-dim-
ethyl-phenyl]-ethenesulfonyl }-2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(964) 8-{2-[4-(4-hydroxy-piperidine-1-carbonyl)-2,6-dim-
ethyl-phenyl]-ethanesulfonyl }-2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(965)  8-{2-[4-(3-hydroxy-azetidine-1-carbonyl)-2,6-dim-
ethyl-phenyl]-ethanesulfonyl }-2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(966) 8-{2-[4-(4-hydroxymethyl-piperidine-1-carbonyl)
2,6-dimethyl-phenyl]-ethanesulfonyl}-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(967) 8-{(B)-2-[2,6-dimethyl-4-(2-0xa-6-aza-spiro[3.3]hep-
tane-6-carbonyl)-phenyl]-ethenesulfonyl}(4-fluoro-3-tri-
fluoromethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(968) 8-{(E)-2-[2,6-dimethyl-4-(3-ox0-piperazine-1-carbo-
nyl)-phenyl]-ethenesulfonyl}-2-(4-fluoro-3-trifluorom-
ethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(969) 8-{(E)-2-[4-((3R,58)-3,5-dimethyl-piperazine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(4-
fluoro-3-trifluoromethyl-phenyl)-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(970) 2-(4-fluoro-3-trifluoromethyl-phenyl)-8-{(E)-2-[4-(3-
hydroxy-3-methyl-azetidine-1-carbonyl)-2,6-dimethyl-
phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(971) 2-(4-fluoro-3-trifluoromethyl-phenyl)-8-{(E)-2-[4-(4-
hydroxy-4-hydroxymethyl-piperidine-1-carbonyl)-2,6-
dimethyl-phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(972) 8-{(E)-2-[2,6-dimethyl-4-(4-oxo-piperidine-1-carbo-
nyl)-phenyl]-ethenesulfonyl}-2-(4-fluoro-3-trifluorom-
ethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(973) 2-[4-(3,3-difluoro-allyl)-cyclohexyl]-8-{2-[4-(fluoro-
4-hydroxymethyl-piperidine-1-carbonyl)-2-methyl-phe-
nyl]-ethanesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(974) 2-[4-(3,3-difluoro-allyl)-cyclohexyl]-8-{2-[4-(4-fluo-
romethyl-4-hydroxy-piperidine-1-carbonyl)-2-methyl-
phenyl]-ethanesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(975)  2-(4-ethyl-cyclohexyl)-8-(2-{4-[4-(2-fluoro-ethyl)-
piperazine-1-carbonyl]-2-methyl-phenyl}-ethanesulfo-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(976) 2-(4-ethyl-cyclohexyl)-8-{2-[ 2-methyl-4-(4-oxetan-3-
yl-piperazine-1-carbonyl)-phenyl]-ethanesulfonyl}-1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;

(977)  8-{2-[2-methyl-4-(pyrrolidine-1-carbonyl)-phenyl]-
ethanesulfonyl}-2-nonyl-1,3 8-triaza-spiro[4.5]dec-1-en-
4-one;

(978) 8-{2-[4-(azetidine-1-carbonyl)-2-methyl-phenyl]-eth-
anesulfonyl}-2-nonyl-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;
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(979)  8-{2-[4-((R)-3-hydroxy-pyrrolidine-1-carbonyl)-2-
methyl-phenyl]-ethanesulfonyl}-2-nonyl-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(980)  8-{2-[2,6-dimethyl-4-(pyrrolidine-1-carbonyl)-phe-
nyl]-ethanesulfonyl }-2-nonyl-1,3,8-triaza-spiro[4.5]dec-
1-en-4-one;

(981) 8-{2-[4-((R)-3-hydroxy-pyrrolidine-1-carbonyl)-2,6-
dimethyl-phenyl]-ethanesulfonyl}-2-nonyl-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(982) 8-{2-[4-(azetidine-1-carbonyl)-2,6-dimethyl-phenyl]-
ethanesulfonyl}-2-nonyl-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(983)  8-{2-[2,6-dimethyl-4-(piperidine-1-carbonyl)-phe-
nyl]-ethanesulfonyl}-2-nonyl-1,3,8-triaza-spiro[4.5]dec-
1-en-4-one;

(984) 8-{2-[4-(4-hydroxy-piperidine-1-carbonyl)-2,6-dim-
ethyl-phenyl]-ethanesulfonyl } -2-nonyl-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(985)  8-{2-[4-(3-hydroxy-azetidine-1-carbonyl)-2,6-dim-
ethyl-phenyl]-ethanesulfonyl } -2-nonyl-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(986) 8-{2-[2,6-dimethyl-4-(4-methyl-piperazine-1-carbo-
nyl)-phenyl]-ethanesulfonyl}-2-nonyl-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(987) N,N-dimethyl-2-(3-methyl-4-{(E)-2-[2-(4-methyl-cy-
clohexyl)-4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl]-vinyl}-phenyl)-acetamide;

(988)  N-methoxy-2-(3-methyl-4-{(E)-2-[2-(4-methyl-cy-
clohexyl)-4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl]-vinyl}-phenyl)-acetamide;

(989) 8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-carbo-
nyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[4-(3,3,3-
trifluoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-
1-en-4-one;

(990) 8-{(E)-2-[4-(4-fluoromethyl-4-hydroxy-piperidine-1-
carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[4-(3,
3,3-trifluoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(991) 8-{(B)-2-[2,6-dimethyl-4-(4-methyl-piperazine-1-car-
bonyl)-phenyl]-ethenesulfonyl }-2-[4-(3,3,3-trifluoro-
propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(992) 8-{(E)-2-[4-(isoxazolidine-2-carbonyl)-2,6-dimethyl-
phenyl]-ethenesulfonyl }-2-[4-(3,3,3-trifluoro-propyl)-cy-
clohexyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(993)  8-((B)-2-{4-[4-(R)-2,3-dihydroxy-propoxy)-piperi-
dine-1-carbonyl]-2,6-dimethyl-phenyl}-ethenesulfonyl)-
2-[4-(3,3,3-trifluoro-propyl)-cyclohexyl]-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(994) 3,5,N,N-tetramethyl-4-((E)-2-{4-0x0-2-[4-(3,3,3-trif-
Iuoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl }-vinyl)-benzamide;

(995) 8-{2-[2,6-dimethyl-4-(4-methyl-piperazine-1-carbo-
nyl)-phenyl]-ethanesulfonyl}-2-[4-(3,3,3-trifluoro-pro-
pyD-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(996)  3,5-dimethyl-4-((B)-2-{4-0x0-2-[4-(3,3,3-trifluoro-
propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl}-vinyl)-benzoic acid hydrazide;

(997) 8-{(E)-2-[2,6-dimethyl-4-(pyrazolidine-1-carbonyl)-
phenyl]-ethenesulfonyl }-2-[4-(3,3,3-trifluoro-propyl)-cy-
clohexyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(998) N-methoxy-3,5,N-trimethyl-4-{(E)-2-[2-(4-methyl-
cyclohexyl)-4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl]-vinyl}-benzamide;

(999) 8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-carbo-
nyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(4-methyl-
cyclohexyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;
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(1000) 8-{(E)-2-[4-(4-fluoromethyl-4-hydroxy-piperidine-
1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(4-
methyl-cyclohexyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(1001) 8-{(E)-2-[4-(isoxazolidine-2-carbonyl)-2,6-dim-
ethyl-phenyl]-ethenesulfonyl}-2-(4-methyl-cyclohexyl)-
1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1002) 8-{(E)-2-[4-(1,1-dioxo-1AS-thiomorpholine-4-carbo-
nyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(4-methyl-
cyclohexyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1003)  3,5,N,N-tetramethyl-4-{(E)-2-[ 2-(4-methyl-cyclo-
hexyl)-4-o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-vinyl}-benzamide;

(1006) 2-cyclohexyl-8-{(E)-2-[4-(4-hydroxy-4-trifluorom-
ethyl-piperidine-1-carbonyl)-2,6-dimethyl-phenyl]-ethe-
nesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1007)  2-cyclohexyl-8-{(E)-2-[2,6-dimethyl-4-(2-0x0-0X-
azolidine-3-carbonyl)-phenyl]-ethenesulfonyl}-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(1008) 2-(4-butyl-cyclohexyl)-8-((E)-2-{4-[4-(2-hydroxy-
ethoxy)-piperidine-1-carbonyl]-2,6-dimethyl-phenyl} -
ethenesulfonyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1009) 2-(4-butyl-cyclohexyl)-8-[(E)-2-(4-{4-[2-(2-hy-
droxy-ethoxy)-ethoxy]-piperidine-1-carbonyl}-2,6-dim-
ethyl-phenyl)-ethenesulfonyl]-1,3,8-triaza-spiro[4.5]dec-
1-en-4-one;

(1010) 8-((B)-2-{4-[4-((R)-2,3-dihydroxy-propoxy)-piperi-
dine-1-carbonyl]-2,6-dimethyl-phenyl } -ethenesulfonyl)-
2-(9,9,9-trifluoro-nonyl)-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(1011) 2-amino-N-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(3-trif-
luoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-
8-sulfonyl]-vinyl}-phenyl)-N-methyl-acetamide;

(1012) (3,5-dimethyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]|dec-1-ene-8-
sulfonyl]-vinyl}-phenyl)-methyl-carbamic ~ acid 2-hy-
droxy-ethyl ester;

(1013) 1-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]|dec-1-ene-8-
sulfonyl]-vinyl }-phenyl)-1,3,3-trimethyl-urea;

(1014) 1-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]|dec-1-ene-8-
sulfonyl]-vinyl }-phenyl)-1,3-dimethyl-urea;

(1015) 1-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]|dec-1-ene-8-
sulfonyl]-vinyl}-phenyl)-1-methyl-urea;

(1016) 8-[(E)-2-(2,6-dimethyl-4-methylamino-phenyl)-
ethenesulfonyl]-2-(3-trifluoromethylsulfanyl-phenyl)-1,
3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1017) 1-(4-{(E)-2-[2-(4-fluoro-3-trifluoromethyl-phenyl)-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-3,5-dimethyl-phenyl)-1-methyl-urea;

(1018) 1-[3,5-dimethyl-4-((E)-2-{4-0x0-2-[3-(1,1,2,2-tetra-
fluoro-ethoxy)-phenyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-
8-sulfonyl}-vinyl)-phenyl]-1-methyl-urea;

(1019)  1-[3,5-dimethyl-4-((E)-2-{4-0x0-2-[3-(4,4,4-trif-
luoro-butoxy)-phenyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-
8-sulfonyl}-vinyl)-phenyl]-1-methyl-urea;

(1020)  1-[3,5-dimethyl-4-((E)-2-{4-0x0-2-[4-(4,4 4-trif-
luoro-butoxy)-phenyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-
8-sulfonyl}-vinyl)-phenyl]-1-methyl-urea;

(1021)  1-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(4-pentyl-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl} -
phenyl)-1-methyl-urea;

(1022) 1-(3,5-dimethyl-4-{(E)-2-[2-(7-methylsulfanyl-hep-
tyl)-4-ox0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
vinyl}-phenyl)-1-methyl-urea;
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(1023) 1-[3,5-dimethyl-4-((E)-2-{2-[8-(3-methyl-oxetan-3-
yD)-octyl]-4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl}-vinyl)-phenyl]-1-methyl-urea;

(1024) 1-{3,5-dimethyl-4-[(E)-2-(2-non-4-ynyl-4-oxo0-1,3,
8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl)-vinyl]-phenyl} -
1-methyl-urea;

(1025) 1-{3,5-dimethyl-4-[(E)-2-(2-non-3-ynyl-4-oxo0-1,3,
8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl)-vinyl]-phenyl} -
1-methyl-urea;

(1026) 1-[3,5-dimethyl-4-((E)-2-{2-[10-(3-methyl-oxetan-
3-yl)-decyl]-4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl}-vinyl)-phenyl]-1-methyl-urea;

(1027) 1-{3,5-dimethyl-4-[(E)-2-(2-non-1-ynyl-4-0xo0-1,3,
8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl)-vinyl]-phenyl} -
1-methyl-urea;

(1028) 1-(4-{2-[2-(4-fluoro-3-trifluoromethoxy-phenyl)-4-
o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
3,5-dimethyl-phenyl)-1-methyl-urea;

(1029)  1-(4-{2-[2-(2,2-difluoro-benzo[1,3]dioxol-5-y1)-4-
o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
3,5-dimethyl-phenyl)-1-methyl-urea;

(1030) 1-(4-{2-[2-(4-tert-butyl-phenyl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl }-3,5-dimethyl-
phenyl)-1-methyl-urea;

(1031) 1-[3,5-dimethyl-4-(2-{2-[8-(3-methyl-oxetan-3-yl)-
octyl]-4-ox0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl}-ethyl)-phenyl]-1-methyl-urea;

(1032)  1-[3,5-dimethyl-4-(2-{2-[10-(3-methyl-oxetan-3-
yl)-decyl]-4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl}-ethyl)-phenyl]-1-methyl-urea;

(1033) 2-(8-{2-[4-(tert-butoxycarbonyl-methyl-amino)-2,6-
dimethyl-phenyl]-ethanesulfonyl}-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-en-2-yl)-pyrrolidine-1-carboxylic ~ acid
tert-butyl ester;

(1034) (4-{2-[2-(1,1-difluoro-ethyl)-4-ox0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl }-3,5-dimethyl-
phenyl)-methyl-carbamic acid tert-butyl ester;

(1035) 8-[2-(2,6-dimethyl-4-methylamino-phenyl)-ethane-
sulfonyl]-2-(8,8,9,9,9-pentafluoro-nonyl)-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(1036) 8-[2-(2,6-dimethyl-4-methylamino-phenyl)-ethane-
sulfonyl]-2-(3-trifluoromethylsulfanyl-phenyl)-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(1037) 8-[2-(2,6-dimethyl-4-methylamino-phenyl)-ethane-
sulfonyl]-2-(4-isopropylidene-cyclohexyl)-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(1038) 1-[3,5-dimethyl-4-(2-{4-0x0-2-[3-(1,1,2,2-tetra-
fluoro-ethoxy)-phenyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-
8-sulfonyl}-ethyl)-phenyl]-1-methyl-urea;

(1039) 1-(3,5-dimethyl-4-{2-[4-0x0-2-(5,6,7 8-tetrahydro-
naphthalen-2-yl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl]-ethyl}-phenyl)-1-methyl-urea;

(1040) 1-(4-{2-[2-((18,38,5R)-3,5-dimethyl-cyclohexyl)-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
3,5-dimethyl-phenyl)-1-methyl-urea;

(1041) 1-(3,5-dimethyl-4-{2-[4-0x0-2-(1-propyl-butyl)-1,3,
8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-phenyl)-
1-methyl-urea;

(1042) 1-[3,5-dimethyl-4-(2-{4-0x0-2-[4-(2,2,3,3,3-penta-
fluoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl }-ethyl)-phenyl]-1-methyl-urea;

(1043) 1-(3,5-dimethyl-4-{2-[4-0x0-2-(6,6,7,7,7-penta-
fluoro-heptyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-ethyl}-phenyl)-1-methyl-urea;

(1044) N-(3,5-dimethyl-4-{2-[4-0x0-2-(7,7,7-trifluoro-hep-
tyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
phenyl)-N-methyl-acetamide;
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(1045) 1-(3,5-dimethyl-4-{2-[4-0x0-2-(7,7,7-trifluoro-hep-
tyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
phenyl)-1-methyl-urea;

(1046) 1-(3,5-dimethyl-4-{2-[4-0x0-2-(9,9,9-trifluoro-
nonyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl |-
ethyl}-phenyl)-1-methyl-urea;

(1047) N-(3,5-dimethyl-4-{2-[4-0x0-2-(9,9,9-trifluoro-
nonyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl |-
ethyl}-phenyl)-N-methyl-acetamide;

(1048)  1-[3,5-dimethyl-4-(2-{4-0x0-2-[1-(4,4,4-trifluoro-
butyl)-cyclopropyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl}-ethyl)-phenyl]-1-methyl-urea;

(1050)  1-(3,5-dimethyl-4-{2-[4-0x0-2-(3-trifluoromethyl-
cyclohexyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-phenyl)-1-methyl-urea;

(1051)  1-(4-{2-[2-(cis-3,4-dimethyl-cyclopentyl)-4-ox0-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,5-di-
methyl-phenyl)-1-methyl-urea;

(1052) 1-{4-[2-(2-dicyclopropylmethyl-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl)-ethyl]-3,5-dimethyl-phe-
nyl}-1-methyl-urea;

(1053)  1-{4-[2-(2-bicyclo[3.3.1]non-9-yl-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl)-ethyl]-3,5-dimethyl-
phenyl}-1-methyl-urea;

(1054) 1-{4-[2-((1R,5S)-2-bicyclo[3.2.1]oct-3-yl-4-0x0-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl)-ethyl]-3,5-di-
methyl-phenyl }-1-methyl-urea;

(1055) 1-(3,5-dimethyl-4-{2-[2-(3-methyl-cyclopentyl)-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
phenyl)-1-methyl-urea;

(1056)  1-{4-[2-(2-bicyclo[2.2.1]hept-7-yl-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl)-ethyl]-3,5-dimethyl-
phenyl}-1-methyl-urea;

(1057) 1-(4-{2-[2-((18,28)-2-hexyl-cyclohexyl)-4-0x0-1,3,
8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,5-dim-
ethyl-phenyl)-1-methyl-urea;

(1058) 1-{3,5-dimethyl-4-[2-(4-0x0-2-spiro[2.5]oct-6-y1-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl)-ethyl]|-phe-
nyl}-1-methyl-urea;

(1059) 1-(4-{2-[2-(4-difluoromethylene-cyclohexyl)-4-oxo-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,5-
dimethyl-phenyl)-1-methyl-urea;

(1060)  N-[4-(2-{2-[4-(2,2-difluoro-ethyl)-cyclohexyl]-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl}-ethyl)-
3-methyl-phenyl]-acetamide;

(1061) N-[4-(2-{2-[4-(2-fluoro-ethyl)-cyclohexyl]-4-0x0-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl}-ethyl)-3-
methyl-phenyl]-acetamide;

(1062) N-(4-{2-[2-(4-butyl-4-fluoro-cyclohexyl)-4-0xo0-1,3,
8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3-
methyl-phenyl)-acetamide;

(1063) N-[4-(2-{2-[4-((E)-3-fluoro-propenyl)-cyclohexyl]-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl} -
ethyl)-3-methyl-phenyl]-acetamide;

(1064) N-[4-(2-{2-[4-(3-fluoro-propyl)-cyclohexyl]-4-oxo-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl }-ethyl)-3-
methyl-phenyl]-acetamide;

(1065) N-[4-(2-{2-[4-(3-chloro-propyl)-cyclohexyl]-4-oxo-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl }-ethyl)-3-
methyl-phenyl]-acetamide;

(1066) N-[4-(2-{2-[4-(3-fluoro-propylidene)-cyclohexyl]-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl}-ethyl)-
3-methyl-phenyl]-acetamide;

(1067)  N-[4-(2-{2-[4-(3,3-difluoro-allyl)-cyclohexyl]-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl}-ethyl)-
3-methyl-phenyl]-acetamide;
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(1068)  N-[4-(2-{2-[4-(3,3-difluoro-allyl)-cyclohexyl]-4-
o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl}-ethyl)-
3-methyl-phenyl]-acetamide;

(1069) N-[3-methyl-4-(2-{4-0x0-2-[4-(2,2,3,3,3-penta-
fluoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl}-ethyl)-phenyl]-acetamide;

(1070)  N-[4-(2-{2-[4-((E)-3-fluoro-allyl)-cyclohexyl]-4-
o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl}-ethyl)-
3-methyl-phenyl]-acetamide;

(1071)  N-[4-(2-{2-[4-(2,2-difluoro-ethyl)-cyclohexyl]-4-
o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl}-ethyl)-
3-methyl-phenyl]-acetamide;

(1072) N-[4-(2-{2-[4-(2-fluoro-ethyl)-cyclohexyl]-4-0x0-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl } -ethyl)-3-
methyl-phenyl]-acetamide;

(1073) N-[4-(2-{2-[4-fluoro-4-(3-fluoro-propyl)-cyclo-
hexyl]-4-ox0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl}-ethyl)-3-methyl-phenyl]-acetamide;

(1074) N-(4-{2-[2-(4-ethynyl-cyclohexyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl } -3-methyl-
phenyl)-acetamide;

(1075) N-(4-{2-[2-(4-difluoromethyl-cyclohexyl)-4-oxo-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3-
methyl-phenyl)-acetamide;

(1076) N-[4-(2-{2-[4-(3,3-difluoro-propylidene)-cyclo-
hexyl]-4-ox0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl}-ethyl)-3-methyl-phenyl]-acetamide;

(1077) N-[4-(2-{2-[4-(2-fluoro-propyl)-cyclohexyl]-4-oxo-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl } -ethyl)-3-
methyl-phenyl]-acetamide;

(1078) N-[4-(2-{2-[4-(1-fluoro-1-methyl-ethyl)-cyclo-
hexyl]-4-ox0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl}-ethyl)-3-methyl-phenyl]-acetamide;

(1079) N-(4-{2-[2-(4-butylidene-cyclohexyl)-4-0x0-1,3,8-
triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3-methyl-
phenyl)-acetamide;

(1080) N-[3-methyl-4-(2-{4-0x0-2-[4-(2,2,3,3,3-penta-
fluoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl}-ethyl)-phenyl]-acetamide;

(1081) 1-{3,5-dimethyl-4-[2-(2-non-4-ynyl-4-0xo0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl)-ethyl]-phenyl}-1-
methyl-urea;

(1082) 1-{3,5-dimethyl-4-[2-(2-non-3-ynyl-4-0xo0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl)-ethyl]-phenyl}-1-
methyl-urea;

(1083) 1-{3,5-dimethyl-4-[2-(2-non-1-ynyl-4-0xo0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl)-ethyl]-phenyl}-1-
methyl-urea;

(1084) 1-(3,5-dimethyl-4-{1-[4-0x0-2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-cy-
clopropylmethyl}-phenyl)-1-methyl-urea;

(1085) 1-(4-{2,2-difluoro-2-[4-0x0-2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-3,5-dimethyl-phenyl)-1-methyl-urea;

(1086)  1-{4-[2,2-difluoro-2-(2-nonyl-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl)-ethyl]-3,5-dimethyl-phe-
nyl}-1-methyl-urea;

(1087) 1-{3,5-dimethyl-4-[2-(4-0x0-2-[1,1%;2',1"]terphenyl-
3-yl-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl)-ethyl]-
phenyl}-1-methyl-urea;

(1088) 1-[3,5-dimethyl-4-((E)-2-{4-0x0-2-[4-(4,4,4-trif-
luoro-butyl)-phenyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl}-vinyl)-phenyl]-1-methyl-urea;

(1089) 1-[3,5-dimethyl-4-((E)-2-{4-0x0-2-[3-(4,4,4-trif-
luoro-butyl)-phenyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl}-vinyl)-phenyl]-1-methyl-urea;
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(1090) 1-(3,5-dimethyl-4-{2-[4-0x0-2-(3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-pro-
pyl}-phenyl)-1-methyl-urea;

(1091) 2-[4-fluoro-3-(4,4,5,5,5-pentafluoro-pentyloxy)-
phenyl]-8-{(E)-2-[4-(4-hydroxy-piperidine-1-carbonyl)-
2,6-dimethyl-phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(1092) 2-[4-fluoro-3-(4,4,5,5,5-pentafluoro-pentyloxy)-
phenyl]-8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-
carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;

(1093)  2-(4-chloro-3-triflucromethoxy-phenyl)-8-{(E)-2-
[4-(4-hydroxy-4-methyl-piperidine-1-carbonyl)-2,6-dim-
ethyl-phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-
1-en-4-one;

(1094) 2-(3-fluoro-4-trifluoromethoxy-phenyl)-8-{(E)-2-[4-
(4-hydroxy-4-methyl-piperidine-1-carbonyl)-2,6-dim-
ethyl-phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-
1-en-4-one;

(1095)  2-(3,4-bis-trifluoromethyl-phenyl)-8-{(E)-2-[4-(4-
hydroxy-4-methyl-piperidine-1-carbonyl)-2,6-dimethyl-
phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(1096) 8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[3-(4,4,
5,5,5-pentafluoro-pentyloxy)-phenyl]-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(1097) 8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[3-(2,2,
2-trifluoro-ethyl)-phenyl]-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;

(1098) 2-(4-fluoro-3-methyl-phenyl)-8-{(E)-2-[4-(4-hy-
droxy-4-methyl-piperidine-1-carbonyl)-2,6-dimethyl-
phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(1099) 2-(4-fluoro-3-trifluoromethoxy-phenyl)-8-{(E)-2-[4-
(4-hydroxy-4-methyl-piperidine-1-carbonyl)-2,6-dim-
ethyl-phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-
1-en-4-one;

(1100)  8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[3-(1,1,
2,2-tetrafluoro-ethoxy)-phenyl]-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(1101) 8-{1,1-difluoro-2-[4-(4-hydroxy-piperidine-1-carbo-
nyl)-2,6-dimethyl-phenyl]-ethanesulfonyl}-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(1102) 2-(4-fluoro-3-trifluoromethoxy-phenyl)-8-{(E)-2-[4-
(3-hydroxy-azetidine-1-carbonyl)-2,6-dimethyl-phenyl]-
ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1103)  8-{(E)-2-[4-((R)-2,3-dihydroxy-propoxy)-2,6-dim-
ethyl-phenyl]-ethenesulfonyl}-2-[3-(4,4,5,5,5-penta-
fluoro-pentyloxy)-phenyl]-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;

(1104)  6-(4-methyl-cyclohexyl)-2-(2-naphthalen-1-yl-eth-
anesulfonyl)-2,5,7-triaza-spiro[3.4]oct-5-en-8-one;

(1106)  (11-{8-[(E)-2-(2,6-dimethyl-4-methylamino-phe-
nyl)-ethenesulfonyl]-4-oxo-1,3,8-triaza-spiro[4.5]dec-1-
en-2-y1}-undecyl)-carbamic acid tert-butyl ester;

(1107) 8-[(E)-2-(2,6-dimethyl-4-methylamino-phenyl)-
ethenesulfonyl]-2-(9-hydroxy-nonyl)-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(1108) 1-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-((1S,3R)-3-pro-
pyl-cyclohexyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-vinyl}-phenyl)-1-methyl-urea;
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(1109) 14-(8-{(E)-2-[2,6-dimethyl-4-(1-methyl-ureido)-
phenyl]-ethenesulfonyl }-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-en-2-yl)-tetradecanoic acid;

(1110)  1-(3,5-dimethyl-4-{(E)-2-[2-(4-[1,1,1-*H, methyl-
[4-H, Jcyclohexyl)-4-0x0-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl]-vinyl}-phenyl)-1-methyl-urea;

(1111) 1-(4-{(E)-2-[2-(4-fluoro-3-trifluoromethoxy-phe-
nyl)-4-ox0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
vinyl}-3,5-dimethyl-phenyl)-1-methyl-urea;

(1112) 1-(3,5-dimethyl-4-{(B)-2-[2-(3-nonafluorobutyl-
phenyl)-4-ox0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-vinyl}-phenyl)-1-methyl-urea;

(1113) 1-(4-{(B)-2-[2-(4-chloro-3-trifluoromethyl-phenyl)-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-3,5-dimethyl-phenyl)-1-methyl-urea;

(1114) 1-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(4'-propyl-biphe-
nyl-3-y1)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-phenyl)-1-methyl-urea;

(1115) 1-(4-{(B)-2-[2-(6-ethoxy-hexyl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl }-3,5-dimethyl-
phenyl)-1-methyl-urea;

(1116) 1-[3,5-dimethyl-4-((E)-2-{4-0x0-2-[3-(6,6,6-trif-
luoro-hexyl)-phenyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl}-vinyl)-phenyl]-1-methyl-urea;

(1117) 1-[3,5-dimethyl-4-((E)-2-{4-0x0-2-[4-(6,6,6-trif-
luoro-hexyl)-phenyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl}-vinyl)-phenyl]-1-methyl-urea;

(1118)  1-(4-{(E)-2-[2-(11-fluoro-undecyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl}-3,5-dimethyl-
phenyl)-1-methyl-urea;

(1119)  1-{4-[(E)-2-(2-hex-5-enyl-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-vinyl]-3,5-dimethyl-phenyl} -
1-methyl-urea;

(1120)  1-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-((E)-6-phenyl-
hex-5-enyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
vinyl}-phenyl)-1-methyl-urea;

(1121)  1-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-((E)-9-phenyl-
non-8-enyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
vinyl}-phenyl)-1-methyl-urea;

(1122)  1-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(5-propylsulfa-
nyl-pentyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
vinyl}-phenyl)-1-methyl-urea;

(1123)  1-(4-{(E)-2-[2-(7-methoxy-heptyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl}-3,5-dimethyl-
phenyl)-1-methyl-urea;

(1124) 1-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(5-propoxy-pen-
tyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl} -
phenyl)-1-methyl-urea;

(1125)  1-(4-{(B)-2-[2-(11,11-difluoro-undecyl)-4-0x0-1,3,
8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl}-3,5-dim-
ethyl-phenyl)-1-methyl-urea;

(1126) 1-(3,5-dimethyl-4-{(B)-2-[4-0x0-2-(3-propyl-
nonyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-phenyl)-1-methyl-urea;

(1127) 1-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(2-propyl-benzo-
furan-6-yl1)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
vinyl}-phenyl)-1-methyl-urea;

(1128) 1-(4-{(E)-2-[2-(3-methoxy-4-pentyl-phenyl)-4-oxo-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl}-3,5-
dimethyl-phenyl)-1-methyl-urea;

(1129)  1-(4-{(E)-2-[2-(4-[1,1,2,2,2-*H]ethyl-cyclohex-3-
enyl)-4-oxo-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl |-
vinyl}-3,5-dimethyl-phenyl)-1-methyl-urea;

(1130) 1-(@-{(E)-2-[2-(4-[1,1,2,2,2-*H; ethyl-[4->H, |cyclo-
hexyl)-4-o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-vinyl}-3,5-dimethyl-phenyl)-1-methyl-urea;
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(1131) 12-(8-{(E)-2-[2,6-dimethyl-4-(1-methyl-ureido)-
phenyl]-ethenesulfonyl}-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-en-2-yl)-dodecanoic acid;

(1132) 12-(8-{(E)-2-[2,6-dimethyl-4-(1-methyl-ureido)-
phenyl]-ethenesulfonyl}-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-en-2-yl)-dodecanoic acid ethyl ester;

(1133)  1-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(5-phenyl-pen-
tyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl } -
phenyl)-1-methyl-urea;

(1134)  1-(3,5-dimethyl-4-{(Z)-2-[4-0x0-2-(5-phenyl-pen-
tyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl } -
phenyl)-1-methyl-urea;

(1135)  1-[3,5-dimethyl-4-(2-{4-0x0-2-[3-(4,4,5,5,5-penta-
fluoro-pentyloxy)-phenyl]-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl}-ethyl)-phenyl]-1-methyl-urea;

(1136) 1-(3,5-dimethyl-4-{2-[4-0x0-2-(3'-propyl-biphenyl-
3-y1)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
phenyl)-1-methyl-urea;

(1137)  1-(3,5-dimethyl-4-{2-[4-0x0-2-(4-trimethylsilanyl-
cyclohexyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-phenyl)-1-methyl-urea;

(1138)  1-(4-{2-[2-((1R,3R,5S)-3,5-bis-trifluoromethyl-cy-
clohexyl)-4-o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl]-ethyl}-3,5-dimethyl-phenyl)-1-methyl-urea;

(1139)  1-(3,5-dimethyl-4-{2-[4-0x0-2-(4-trimethylsilanyl-
phenyl)-1,3.8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-phenyl)-1-methyl-urea;

(1140) 1-{3,5-dimethyl-4-[2-(4-0x0-2-tridecyl-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl)-ethyl]-phenyl}-1-
methyl-urea;

(1141) 1-{3,5-dimethyl-4-[2-(4-0x0-2-undecyl-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl)-ethyl]-phenyl}-1-
methyl-urea;

(1142)  1-{3,5-dimethyl-4-[2-(2-octyl-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl)-ethyl]-phenyl}-1-
methyl-urea;

(1143) 1-(4-{2-[2-((18,3R)-3-hexyl-cyclohexyl)-4-0x0-1,3,
8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,5-dim-
ethyl-phenyl)-1-methyl-urea;

(1144)  1-[3,5-dimethyl-4-(2-{2-[3-(3-methyl-butyl)-phe-
nyl]-4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl} -
ethyl)-phenyl]-1-methyl-urea;

(1145) 1-(4-{2-[2-((1S,3R)-3-butyl-cyclohexyl)-4-0x0-1,3,
8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,5-dim-
ethyl-phenyl)-1-methyl-urea;

(1146)  1-[3,5-dimethyl-4-(2-{2-[(18,3S)-3-(3-methyl-bu-
tyl)-cyclohexyl]-4-ox0-1,3,8-triaza-spiro[4.5]dec-1-ene-
8-sulfonyl}-ethyl)-phenyl]-1-methyl-urea;

(1147) 1-(3,5-dimethyl-4-{2-[4-0x0-2-(3,3,9,9,9-penta-
fluoro-nonyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-ethyl}-phenyl)-1-methyl-urea;

(1148) 1-(4-{2-[2-(4-[1,1,2,2,2-2H;]ethyl-[4-*H, |cyclo-
hexyl)-4-o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-ethyl}-3,5-dimethyl-phenyl)- 1 -methyl-urea;

(1149) 1-(4-{2-[2-(4-[1,1,2,2,2-*H ]ethyl-cyclohex-3-eny])-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-3,5-dimethyl-phenyl)-1-methyl-urea;

(1150)  1-(4-{2-[2-(4-chloro-3-trifluoromethyl-phenyl)-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
3,5-dimethyl-phenyl)-1-methyl-urea;

(1151) 1-(3,5-dimethyl-4-{2-[4-0x0-2-(1,9,9,9-tetrafluoro-
nonyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl |-
ethyl}-phenyl)-1-methyl-urea;

(1152) 1-(3,5-dimethyl-4-{2-[4-0x0-2-(4'-propyl-biphenyl-
3-y1)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
phenyl)-1-methyl-urea;
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(1153)  1-(4-{2-[2-(11-fluoro-undecyl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl }-3,5-dimethyl-
phenyl)-1-methyl-urea;

(1154)  1-(4-{2-[2-(6-ethylsulfanyl-hexyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl }-3,5-dimethyl-
phenyl)-1-methyl-urea;

(1155) 1-{3,5-dimethyl-4-[2-(4-0x0-2-[1,1%;3',1"]terphenyl-
3-yl-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl)-ethyl]-
phenyl}-1-methyl-urea;

(1156) 1-(4-{2-[2-(11,11-difluoro-undecyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl }-3,5-dimethyl-
phenyl)-1-methyl-urea;

(1157)  1-{3,5-dimethyl-4-[(E)-2-(4-0x0-2-[1,1";3",1"]ter-
phenyl-3-yl-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl)-
vinyl]-phenyl}-1-methyl-urea;

(1158) 8-{(EB)-2-[4-(4-hydroxy-piperidine-1-carbonyl)-2,6-
dimethyl-phenyl]-ethenesulfonyl}-2-[3-(4,4,5,5,5-penta-
fluoro-pentyloxy)-phenyl]-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;

(1159)  2-(4-fluoro-3-trifluoromethoxy-phenyl)-8-{ (E)-[4-
(4-hydroxy-piperidine-1-carbonyl)-2,6-dimethyl-phe-
nyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(1160) 2-(2,2-difluoro-benzo[1,3]dioxol-5-y1)-8-{(E)-[4-(4-
hydroxy-piperidine-1-carbonyl)-2,6-dimethyl-phenyl]-
ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1161)  2-(4-fluoro-3-trifluoromethoxy-phenyl)-8-{ (E)-[4-
(4-hydroxymethyl-piperidine-1-carbonyl)-2,6-dimeth
phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(1162)  2-(4-fluoro-3-trifluoromethyl-phenyl)-8-{(E)-2-[4-
(4-hydroxymethyl-piperidine-1-carbonyl)-2,6-dimethyl-
phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-4-
one;

(1163) 2-(2,2-difluoro-benzo[1,3]dioxol-5-y1)-8-{(E)-[4-(4-
hydroxy-4-methyl-piperidine-1-carbonyl)-2,6-dimethyl-
phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(1164)  8-{(E)-2-[4-((R)-2,3-dihydroxy-propoxy)-2,6-dim-
ethyl-phenyl]-ethenesulfonyl } -2-(4-fluoro-3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(1165) 2-(2,2-difluoro-benzo[1,3]dioxol-5-y1)-8-{(E)-2-[4-
((R)-2,3-dihydroxy-propoxy)-2,6-dimethyl-phenyl]-ethe-
nesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1166)  8-{(E)-2-[4-(3,4-dihydroxy-butoxy)-2-methyl-phe-
nyl]-ethenesulfonyl}-2-(4-fluoro-3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1167) 2-(2,2-difluoro-benzo[1,3]dioxol-5-y1)-8-{(E)-2-[4-
(3,4-dihydroxy-butoxy)-2-methyl-phenyl]-ethenesulfo-
nyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1168) {4-[(E)-2-(2-cyclohexyl-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl)-vinyl]-indol-1-yl}-acetic acid;

(1169) [3-(3-methyl-4-{(E)-2-[2-(4-methyl-cyclohexyl)-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl} -
phenyl)-ureido]-acetic acid;

(1170)  12-(8-{2-[2,6-dimethyl-4-(1-methyl-ureido)-phe-
nyl]-ethanesulfonyl}-4-0x0-1,3,8-triaza-spiro[4.5]dec-1-
en-2-yl)-dodecanoic acid;

(1171) 10-(8-{(E)-2-[2,6-dimethyl-4-(1-methyl-ureido)-
phenyl]-ethenesulfonyl }-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-en-2-yl)-decanoic acid;

(1172) 10-(8-{(E)-2-[2,6-dimethyl-4-(1-methyl-ureido)-
phenyl]-ethenesulfonyl }-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-en-2-yl)-decanoic acid amide;
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(1173) 12-(8-{(E)-2-[2,6-dimethyl-4-(1-methyl-ureido)-
phenyl]-ethenesulfonyl}-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-en-2-yl)-dodecanoic acid amide;

(1174)  12-(8-{2-[2,6-dimethyl-4-(1-methyl-ureido)-phe-
nyl]-ethanesulfonyl}-4-ox0-1,3,8-triaza-spiro[4.5]dec-1-
en-2-yl)-dodecanoic acid amide;

(1175) 14-(8-{(E)-2-[2,6-dimethyl-4-(1-methyl-ureido)-
phenyl]-ethenesulfonyl}-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-en-2-yl)-tetradecanoic acid amide;

(1176)  14-(8-{2-[2,6-dimethyl-4-(1-methyl-ureido)-phe-
nyl]-ethanesulfonyl}-4-ox0-1,3,8-triaza-spiro[4.5]dec-1-
en-2-yl)-tetradecanoic acid amide;

(1178)  8-[2-(2-amino-5,7-dimethyl-benzoxazol-6-yl)-eth-
anesulfonyl]-2-(4-methyl-cyclohexyl)-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(1179) 2-cyclohexyl-8-{2-[2,6-dimethyl-4-(2-0x0-0xazoli-
dine-3-carbonyl)-phenyl]-ethanesulfonyl}-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(1180) N-methoxy-3,5,N-trimethyl-4-{2-[2-(4-methyl-cy-
clohexyl)-4-o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl]-ethyl}-benzamide;

(1181)  8-{2-[4-(isoxazolidine-2-carbonyl)-2,6-dimethyl-
phenyl]-ethanesulfonyl}-2-[4-(3,3,3-trifluoro-propyl)-cy-
clohexyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1182)  8-{2-[4-(isoxazolidine-2-carbonyl)-2,6-dimethyl-
phenyl]-ethanesulfonyl}-2-(4-methyl-cyclohexyl)-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;

(1183) 8-{2-[4-(1,1-dioxo-1A%-thiomorpholine-4-carbony)-
2,6-dimethyl-phenyl]-ethanesulfonyl}-2-(4-methyl-cy-
clohexyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1184) 8-(2-{4-[4-((R)-2,3-dihydroxy-propoxy)-piperidine-
1-carbonyl]-2,6-dimethyl-phenyl}-ethanesulfonyl)-2-(9,
9,9-trifluoro-nonyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(1185)  2-(3,4-dichloro-phenyl)-8-{(E)-2-[4-(4-hydroxy-4-
methyl-piperidine-1-carbonyl)-2,6-dimethyl-phenyl]-
ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1186) 2-(3-chloro-4-fluoro-phenyl)-8-{(E)-2-[4-(4-hy-
droxy-4-methyl-piperidine-1-carbonyl)-2,6-dimethyl-
phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(1187)  [3-(8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-
carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-4-oxo-
1,3,8-triaza-spiro[4.5]dec-1-en-2-yl)-phenyl]-acetoni-
trile;

(1188)  2-(3-chloro-4-trifluoromethyl-phenyl)-8-{(E)-2-[4-
(4-hydroxy-4-methyl-piperidine-1-carbonyl)-2,6-dim-
ethyl-phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-
1-en-4-one;

(1189)  8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(4-penta-
fluorosulfanyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(1190)  8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(3-penta-
fluorosulfanyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(1191) 8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[4-(3-tri-
fluoromethyl-phenoxymethyl)-phenyl]-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(1192) 2-(4-fluoro-2,3-dimethyl-phenyl)-8-{(E)-2-[4-(4-hy-
droxy-4-methyl-piperidine-1-carbonyl)-2,6-dimethyl-
phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;
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(1193)  8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(3-
methyl-4-trifluoromethyl-phenyl)-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(1194) 2-benzo[1,3]dioxol-5-y1-8-{(E)-2-[4-(4-hydroxy-4-
methyl-piperidine-1-carbonyl)-2,6-dimethyl-phenyl]-
ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1195)  8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(4-penta-
fluoroethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(1196)  8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(3-penta-
fluoroethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(1197)  8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[4-(2,2,
2-trifluoro-1,1-dimethyl-ethoxy)-3-trifluoromethyl-phe-
nyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1198)  8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(4-trif-
luoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(1199)  8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[4-(2,2,
3,3-tetratluoro-propoxy)-3-triftuoromethyl-phenyl]-1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;

(1200) 8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[4-(2,2,
2-trifluoro-ethoxy)-3-triffuoromethyl-phenyl]-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(1201) 2-[3-chloro-4-(2,2,3,3-tetrafluoro-propoxy)-phenyl]-
8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-carbo-
nyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(1202) 8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[4-(4,4,
5,5,5-pentafluoro-pentyloxy)-3-triftuoromethyl-phenyl]-
1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1203) 8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[4-(2,2,
3,3,3-pentafluoro-propoxy)-3-trifluoromethyl-phenyl]-1,
3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1204) 8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[4-(4,4,
4-trifluoro-butoxy)-3-trifluoromethyl-phenyl]-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(1205) 8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[3-(3-tri-
fluoromethyl-phenoxymethyl)-phenyl]-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(1206) 2-[3-(1,1-difluoro-ethyl)-phenyl]-8-{(E)-2-[4-(4-hy-
droxy-4-methyl-piperidine-1-carbonyl)-2,6-dimethyl-
phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(1207) 2-[3-fluoro-4-(4,4,5,5,5-pentafluoro-pentyloxy)-
phenyl]-8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-
carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;

(1208) 8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(1H-in-
dol-6-y1)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1209) 8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[3-(2,2,
2-trifluoro-1,1-dimethyl-ethoxy)-4-trifluoromethyl-phe-
nyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;
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(1210) 2-[4-chloro-3-(2,2,2-trifluoro-1,1-dimethyl-ethoxy)-
phenyl]-8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-
carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;

(1211) 2-(3-[1,1,2,2,3,3,4,4,4->H, | butoxy-4-fluoro-pheny1)-
8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-carbo-
nyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(1212) 8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(2,2,3,3-
tetrafluoro-2,3-dihydro-benzo[ 1,4]dioxin-6-y1)-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(1213) 8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[4-(1,1,
2,2-tetrafluoro-ethoxy)-phenyl]-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(1214) 8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(3-
methyl-4-triffuoromethoxy-phenyl)-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(1215) 2-[4-fluoro-3-(3-fluoro-propoxy)-phenyl]-8-{(E)-2-
[4-(4-hydroxy-4-methyl-piperidine-1-carbonyl)-2,6-dim-
ethyl-phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-
1-en-4-one;

(1216)  2-[3-chloro-4-(2,2,2-trifluoro-ethoxy)-phenyl]-8-{
(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-carbonyl)-2,
6-dimethyl-phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(1217)  2-(3-difluoromethyl-4-fluoro-phenyl)-8-{(E)-2-[4-
(4-hydroxy-4-methyl-piperidine-1-carbonyl)-2,6-dim-
ethyl-phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-
1-en-4-one;

(1218)  2-[4-fluoro-3-(4,4,4-trifluoro-butoxy)-phenyl]-8-{
(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-carbonyl)-2,
6-dimethyl-phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(1219)  2-(4-difluoromethyl-3-fluoro-phenyl)-8-{(E)-2-[4-
(4-hydroxy-4-methyl-piperidine-1-carbonyl)-2,6-dim-
ethyl-phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-
1-en-4-one;

(1220) 2-(4-[1,1,2,2,3,3,4,4,4-H, [butoxy-3-trifluorom-
ethyl-phenyl)-8-{(E)-2-[4-(4-hydroxy-4-methyl-piperi-
dine-1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl} -
1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1221)  2-(4-[1,1,2,2,2->H;]ethoxy-3-trifluoromethyl-phe-
nyl)-8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(1222) 8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(4-[1,2,
2,2,2,2,2-*H, Jisopropoxy-3-trifluoromethyl-phenyl)-1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;

(1223) 8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[3-(2,2,
3,3-tetrafluoro-propoxy)-4-trifluoromethyl-phenyl]-1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;

(1224) 2-(3-[1,1,2,2,2-*H;ethoxy-4-fluoro-pheny1)-8-{ (E)-
2-[4-(4-hydroxy-4-methyl-piperidine-1-carbonyl)-2,6-di-
methyl-phenyl]-ethenesulfonyl } -1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(1225) 2-(4-fluoro-3-[1,2,2,2,2,2,2-*H, Jisopropoxyphenyl)-
8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-carbo-
nyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(1226) 8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[3-(2,2,
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3,3-tetratfluoro-propoxy)-5S-triftuoromethyl-phenyl]-1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;

(1227)  2-[4-chloro-3-(4,4,4-trifluoro-butoxy)-phenyl]-8-{
(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-carbonyl)-2,
6-dimethyl-phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(1228) 8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[3-(2,2,
3,3,3-pentafluoro-propoxy)-4-trifluoromethyl-phenyl]-1,
3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1229) 2-[4-chloro-3-(2,2,3,3-tetrafluoro-propoxy)-phenyl]-
8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-carbo-
nyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(1230) 2-[4-chloro-3-(2,2,3,3,3-pentafluoro-propoxy)-phe-
nyl]-8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(1231) 2-(3-[1,1,2,2,3,3,4,4,4->H, ]butoxy-4-chloro-phe-
nyl)-8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(1232) 8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[3-(4,4,
4-trifluoro-butoxy)-4-trifluoromethoxy-phenyl]-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(1233) 2-(3-[1,1,2,2,3,3,4,4,4->H, [butoxy-5-trifluorom-
ethyl-phenyl)-8-{(E)-2-[4-(4-hydroxy-4-methyl-piperi-
dine-1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl} -
1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1234)  8-{2-[4-(4-hydroxy-4-methyl-piperidine-1-carbo-
nyl)-2,6-dimethyl-phenyl]-ethanesulfonyl}-2-(4-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(1235)  8-{2-[4-(4-hydroxy-4-methyl-piperidine-1-carbo-
nyl)-2,6-dimethyl-phenyl]-ethanesulfonyl}-2-(3-methyl-
4-trifluoromethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;

(1236)  2-(3-chloro-4-trifluoromethyl-phenyl)-8-{2-[4-(4-
hydroxy-4-methyl-piperidine-1-carbonyl)-2,6-dimethyl-
phenyl]-ethanesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(1237) 2-(3,4-dimethyl-phenyl)-8-{(E)-2-[4-(4-hydroxy-4-
methyl-piperidine-1-carbonyl)-2,6-dimethyl-phenyl]-
ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1238) 8-{(E)-2-[4-(4-hydroxy-4-methyl-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(4-
methoxy-3-methyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;

(1239)  2-(4-fluoro-2,5-dimethyl-phenyl)-8-{(E)-2-[4-(4-
fluoromethyl-4-hydroxy-piperidine-1-carbonyl)-2,6-dim-
ethyl-phenyl]-ethenesulfonyl }-1,3, 8-triaza-spiro[4.5]dec-
1-en-4-one;

(1240)  2-(4-fluoro-2,3-dimethyl-phenyl)-8-{(E)-2-[4-(4-
fluoromethyl-4-hydroxy-piperidine-1-carbonyl)-2,6-dim-
ethyl-phenyl]-ethenesulfonyl }-1,3, 8-triaza-spiro[4.5]dec-
1-en-4-one;

(1241) 2-(3-chloro-4-trifluoromethyl-phenyl)-8-{(E)-2-[4-
(4-fluoromethyl-4-hydroxy-piperidine-1-carbonyl)-2,6-
dimethyl-phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(1242)  2-(3-chloro-4-fluoro-phenyl)-8-{ (E)-2-[4-(4-fluo-
romethyl-4-hydroxy-piperidine-1-carbonyl)-2,6-dim-
ethyl-phenyl]-ethenesulfonyl }-1,3, 8-triaza-spiro[4.5]dec-
1-en-4-one;
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(1243) 8-{(E)-2-[4-(4-fluoromethyl-4-hydroxy-piperidine-
1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(3-
pentafluoroethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(1244) 8-{(E)-2-[4-(4-fluoromethyl-4-hydroxy-piperidine-
1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(4-
pentafluoroethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(1245) 8-{(E)-2-[4-(4-fluoromethyl-4-hydroxy-piperidine-
1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(4-
pentafluorosulfanyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;

(1246)  2-[3-chloro-4-(2,2,2-trifluoro-ethoxy)-phenyl]-8-{
(E)-2-[4-(4-fluoromethyl-4-hydroxy-piperidine-1-carbo-
nyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(1247) 2-[3-chloro-4-(2,2,3,3-tetrafluoro-propoxy)-phenyl]-
8-{(E)-2-[4-(4-fluoromethyl-4-hydroxy-piperidine-1-car-
bonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(1248) 8-{(E)-2-[4-(4-fluoromethyl-4-hydroxy-piperidine-
1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[4-
(2,2,2-trifluoro-ethoxy)-3-trifluoromethyl-phenyl]-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;

(1249) 8-{(E)-2-[4-(4-fluoromethyl-4-hydroxy-piperidine-
1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[4-
(2,2,3,3,3-pentafluoro-propoxy)-3-trifluoromethyl-phe-
nyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1250) 8-{(E)-2-[4-(4-fluoromethyl-4-hydroxy-piperidine-
1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[4-
(4,4 ,4-trifluoro-butoxy)-3-trifluoromethyl-phenyl]-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;

(1251) 8-{(E)-2-[4-(4-fluoromethyl-4-hydroxy-piperidine-
1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[4-
(2,2,3,3-tetrafluoro-propoxy)-3-trifluoromethyl-phenyl]-
1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1252) 8-{(E)-2-[4-(4-fluoromethyl-4-hydroxy-piperidine-
1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[4-
(4,4,5,5,5-pentafluoro-pentyloxy)-3-trifluoromethyl-phe-
nyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1253)  2-(4-[1,1,2,2,2->H;]ethoxy-3-trifluoromethyl-phe-
nyl)-8-{(E)-2-[4-(4-fluoromethyl-4-hydroxy-piperidine-
1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;

(1254) 8-{(E)-2-[4-(4-fluoromethyl-4-hydroxy-piperidine-
1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(3-
methyl-4-trifftuoromethyl-phenyl)-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(1255)  2-(4-difluoromethyl-3-fluoro-phenyl)-8-{(E)-2-[4-
(4-fluoromethyl-4-hydroxy-piperidine-1-carbonyl)-2,6-
dimethyl-phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(1256)  2-(3-difluoromethyl-4-fluoro-phenyl)-8-{(E)-2-[4-
(4-fluoromethyl-4-hydroxy-piperidine-1-carbonyl)-2,6-
dimethyl-phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(1257) 2-(3,4-dichloro-phenyl)-8-{(E)-2-[4-(4-fluorom-
ethyl-4-hydroxy-piperidine-1-carbonyl)-2,6-dimethyl-
phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(1258) 8-{(E)-2-[4-(4-fluoromethyl-4-hydroxy-piperidine-
1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(3-
methyl-4-triffuoromethoxy-phenyl)-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;
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(1259) 8-{(E)-2-[4-(4-fluoromethyl-4-hydroxy-piperidine-
1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(2-
methyl-4-trifluoromethyl-phenyl)-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(1260) 8-{(E)-2-[4-(4-fluoromethyl-4-hydroxy-piperidine-
1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[3-
fluoro-4-(2,2,2-trifluoro-ethoxy)-phenyl]-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(1261) 2-(4-[1,1,2,2,3,3,4,4,4-H, [butoxy-3-trifluorom-
ethyl-phenyl)-8-{(E)-2-[4-(4-fluoromethyl-4-hydroxy-pi-
peridine-1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfo-
nyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1262) 8-{(E)-2-[4-(4-fluoromethyl-4-hydroxy-piperidine-
1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(4-
[1,2,2,2,2,2,2-H, Jisopropoxy-3-trifluoromethyl-phenyl)-
1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1263) 8-{(E)-2-[4-(4-fluoromethyl-4-hydroxy-piperidine-
1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[4-
fluoro-3-(4,4,5,5,5-pentafluoro-pentyloxy)-phenyl]-1,3,
8-triaza-spiro-[4.5]dec-1-en-4-one;

(1264) 2-[4-fluoro-3-(3-fluoro-propoxy)-phenyl]-8-{(E)-2-
[4-(4-fluoromethyl-4-hydroxy-piperidine-1-carbonyl)-2,
6-dimethyl-phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(1265) 8-{(E)-2-[4-(4-fluoromethyl-4-hydroxy-piperidine-
1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[4-
(2,2,2-trifluoro-1,1-dimethyl-ethoxy)-3-trifluoromethyl-
phenyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1266) 8-{(E)-2-[4-(4-fluoromethyl-4-hydroxy-piperidine-
1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[3-
(2,2,2-trifluoro-1,1-dimethyl-ethoxy)-4-trifluoromethyl-
phenyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1267) 2-[3-(1,1-difluoro-ethyl)-phenyl]-8-{ (E)-2-[4-(4-
fluoromethyl-4-hydroxy-piperidine-1-carbonyl)-2,6-dim-
ethyl-phenyl]-ethenesulfonyl }-1,3, 8-triaza-spiro[4.5]dec-
1-en-4-one;

(1268) 8-{(E)-2-[4-(4-fluoromethyl-4-hydroxy-piperidine-
1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-
(1H-indol-6-y1)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1269) 8-{(E)-2-[4-(4-fluoromethyl-4-hydroxy-piperidine-
1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-(4-
trifluvoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one;

(1270) 2-[4-chloro-3-(2,2,3,3,3-pentafluoro-propoxy)-phe-
nyl]-8-{(E)-2-[4-(4-fluoromethyl-4-hydroxy-piperidine-
1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;

(1271) 2-[4-chloro-3-(2,2,2-trifluoro-1,1-dimethyl-ethoxy)-
phenyl]-8-{(E)-2-[4-(4-fluoromethyl-4-hydroxy-piperi-
dine-1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl} -
1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1272) 2-(3-[1,1,2,2,2-*H,]ethoxy-4-fluoro-phenyl)-8-{(B)-
2-[4-(4-fluoromethyl-4-hydroxy-piperidine-1-carbonyl)-
2,6-dimethyl-phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(1273) 8-{(BE)-2-[4-(4-fluoromethyl-4-hydroxy-piperidine-
1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[3-
(4,4 4-trifluoro-butoxy)-4-trifluoromethoxy-phenyl]-1,3,
8-triaza-spiro[4.5]dec-1-en-4-one;

(1274) 8-{(E)-2-[4-(4-fluoromethyl-4-hydroxy-piperidine-
1-carbonyl)-2,6-dimethyl-phenyl]-ethenesulfonyl}-2-[3-
(2,2,3,3-tetrafluoro-propoxy)-4-trifluoromethyl-phenyl] -
1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1275)  2-(2,2-difluoro-benzo[1,3]dioxol-5-y1)-8-{2-[4-(4-
fluoromethyl-4-hydroxy-piperidine-1-carbonyl)-2,6-dim-
ethyl-phenyl]-ethanesulfonyl }-1,3,8-triaza-spiro[4.5]dec-
1-en-4-one;
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(1276)  8-{2-[4-(4-fluoromethyl-4-hydroxy-piperidine-1-
carbonyl)-2,6-dimethyl-phenyl]-ethanesulfonyl}-2-(4-tri-
fluoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(1277)  8-{2-[4-(4-fluoromethyl-4-hydroxy-piperidine-1-
carbonyl)-2,6-dimethyl-phenyl]-ethanesulfonyl}-2-(3-
methyl-4-trifftuoromethyl-phenyl)-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(1278)  2-(3-chloro-4-trifluoromethyl-phenyl)-8-{2-[4-(4-
fluoromethyl-4-hydroxy-piperidine-1-carbonyl)-2,6-dim-
ethyl-phenyl]-ethanesulfonyl}-1,3,8-triaza-spiro[4.5]dec-
1-en-4-one;

(1279)  8-{2-[4-(4-fluoromethyl-4-hydroxy-piperidine-1-
carbonyl)-2,6-dimethyl-phenyl]-ethanesulfonyl}-2-[3-(2,
2,3 3-tetrafluoro-propoxy)-4-trifluoromethyl-phenyl]-1,
3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1280) 2-(2,2-difluoro-benzo[1,3]dioxol-5-y1)-8-{(E)-2-[4-
(4-fluoromethyl-4-hydroxy-piperidine-1-carbonyl)-2,6-
dimethyl-phenyl]-ethenesulfonyl}-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(1281)  8-{2-[4-(4-fluoromethyl-4-hydroxy-piperidine-1-
carbonyl)-2,6-dimethyl-phenyl]-ethanesulfonyl}-2-(2,2,
3,3-tetrafluoro-2,3-dihydro-benzo| 1,4]dioxin-6-y1)-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;

(1282) [3-(8-{(E)-2-[4-(4-hydroxy-piperidine-1-carbonyl)-
2,6-dimethyl-phenyl]-ethenesulfonyl}-4-oxo-1,3,8-tri-
aza-spiro[4.5]dec-1-en-2-yl)-phenyl]-acetonitrile;

(1283)  8-{(B)-2-[2-methyl-4-(piperidin-4-yloxy)-phenyl]-
ethenesulfonyl }-2-(3-trifluoromethoxy-phenyl)-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(1284) 8-[2-(4-aminomethyl-2-methyl-phenyl)-ethanesulfo-
nyl]-2-[4-(3,3,3-trifluoro-propyl)-cyclohexyl]-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(1285)  2-(4-methyl-cyclohexyl)-8-{(E)-2-[2-methyl-4-(2-
oxo-piperazin-1-yl)-phenyl]-ethenesulfonyl}-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(1286) 8-[2-(2,6-dimethyl-4-methylamino-phenyl)-ethane-
sulfonyl]-2-pyrrolidin-2-yl-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one hydrochloride;

(1287) 2-(1,1-diftuoro-ethyl)-8-[2-(2,6-dimethyl-4-methyl-
amino-phenyl)-ethanesulfonyl]-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one hydrochloride;

(1288) 8-[(E)-2-(2,6-dimethyl-4-[1,1,1-*H,]methylamino-
phenyl)-ethenesulfonyl]-2-(4-fluoro-3-trifluoromethyl-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one hydrochlo-
ride;

(1289) 8-[(E)-2-(2,6-dimethyl-4-methylaminomethyl-phe-
nyl)-ethenesulfonyl]-2-(4-methyl-cyclohexyl)-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(1290) 8-[(E)-2-(4-aminomethyl-2,6-dimethyl-phenyl)-
ethenesulfonyl]-2-[4-(3,3,3-trifluoro-propyl)-cyclo-
hexyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1291) 8-[(E)-2-(4-aminomethyl-2,6-dimethyl-phenyl)-
ethenesulfonyl]-2-(4-methyl-cyclohexyl)-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one;

(1292) 8-[(E)-2-(2,6-dimethyl-4-methylaminomethyl-phe-
nyl)-ethenesulfonyl]-2-[4-(3,3,3-trifluoro-propyl)-cyclo-
hexyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1293)  8-[2-(4-amino-3-chloro-2-methyl-phenyl)-ethane-
sulfonyl]-2-(4-ethyl-cyclohexyl)-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(1294) N-(1-acetyl-piperidin-4-y1)-N-(3-methyl-4-{(E)-2-
[4-0x0-2-(3-trifluoromethoxy-phenyl)-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-vinyl }-phenyl)-acetamide;

(1295) 8-{2-[4-(4,5-dihydro-thiazol-2-ylamino)-2-methyl-
phenyl]-ethanesulfonyl}-2-(4-ethyl-cyclohexyl)-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one;
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(1296) N-[4-(2-{2-[4-(4-fluoro-butyl)-cyclohexyl]-4-oxo-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl } -ethyl)-3-
methyl-phenyl]-acetamide;

(1297)  1-(3,5-dimethyl-4-{2-[2-((1S,3R)-3-methyl-cyclo-
hexyl)-4-o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-ethyl}-phenyl)-1-methyl-urea;

(1298) 1-(3,5-dimethyl-4-{2-[4-0x0-2-(3,3,5,5-tetramethy-
cyclohexyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl |-
ethyl}-phenyl)-1-methyl-urea;

(1299)  3-(3,5-dimethyl-4-{2-[2-(4-methyl-cyclohexyl)-4-
o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
phenyl)-5-hydroxymethyl-imidazolidine-2,4-dione;

(1300) 1-[3,5-dimethyl-4-((E)-2-{4-0x0-2-[4-(3,3,3-trif-
Iuoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl }-vinyl)-benzyl]-1-methyl-urea;

(1301) 1-(3,5-dimethyl-4-{(E)-2-[2-(4-methyl-cyclohexyl)-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-benzyl)-1-methyl-urea;

(1302) 1-(3,5-dimethyl-4-{2-[4-0x0-2-(8,8,9,9,9-penta-
fluoro-nonyl)-1,3,8-triaza-spiro[ 4.5]dec-1-ene-8-sulfo-
nyl]-ethyl}-phenyl)-1-methyl-urea;

(1303) 1-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(8,8,9,9,9-penta-
fluoro-nonyl)-1,3,8-triaza-spiro[ 4.5]dec-1-ene-8-sulfo-
nyl]-vinyl}-phenyl)-1-methyl-urea;

(1304) 1-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(9,9,9-trifluoro-
nonyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-phenyl)-1-methyl-urea;

(1305) 1-(3,5-dimethyl-4-{(E)-2-[4-0x0-2-(3-trifluorometh-
ylsulfanyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl]-vinyl}-phenyl)-1-methyl-urea;

(1306)  1-(3,5-dimethyl-4-{2-[4-0x0-2-(3-trifluoromethyl-
sulfanyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl]-ethyl}-phenyl)-1-methyl-urea;

(1307)  1-(4-{(B)-2-[2-(11-hydroxy-undecyl)-4-0x0-1,3,8-
triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl}-3,5-dim-
ethyl-phenyl)-1-methyl-urea;

(1308)  [11-(8-{(E)-2-[2,6-dimethyl-4-(1-methyl-ureido)-
phenyl]-ethenesulfonyl }-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-en-2-yl)-undecyl]-carbamic acid tert-butyl ester;

(1309)  1-(4-{(E)-2-[2-(9-hydroxy-nonyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl}-3,5-dimethyl-
phenyl)-1-methyl-urea;

(1310) 1-(4-{2-[2-(4-isopropylidene-cyclohexyl)-4-0xo0-1,3,
8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,5-dim-
ethyl-phenyl)-1-methyl-urea;

(1311)  1-(4-{2-[2-(1,1-difluoro-ethyl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl }-3,5-dimethyl-
phenyl)-1-methyl-urea;

(1312) 1-(4-{(E)-2-[2-(4-fluoro-3-trifluoromethyl-phenyl)-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vi-
nyl}-3,5-dimethyl-phenyl)-1-[, 1,1->H;]methyl-urea;

(1313) [3,5-dimethyl-4-(2-{4-0x0-2-[4-(3,3,3-trifluoro-pro-
pyD-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl}-ethyl)-benzyl]-urea;

(1314) (3,5-dimethyl-4-{2-[2-(4-methyl-cyclohexyl)-4-oxo-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-ben-
zyl)-urea;

(1315) 1-(4-{(E)-2-[2-(11-amino-undecyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl}-3,5-dimethyl-
phenyl)-1-methyl-urea;

(1316)  1-[3,5-dimethyl-4-((E)-2-{4-0x0-2-[ 5-(propane-1-
sulfinyl)-pentyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl}-vinyl)-phenyl]-1-methyl-urea;

(1317) 1-(4-{2-[2-(6-ethanesulfinyl-hexyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl }-3,5-dimethyl-
phenyl)-1-methyl-urea;
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(1318)  1-[3,5-dimethyl-4-((E)-2-{4-0x0-2-[5-(propane-1-
sulfonyl)-pentyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl}-vinyl)-phenyl]-1-methyl-urea;

(1319) 1-(4-{(E)-2-[2-(7-methanesulfonyl-heptyl)-4-oxo-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl}-3,5-di-
methyl-phenyl)-1-methyl-urea;

(1320) 1-(4-{2-[2-(6-ethanesulfonyl-hexyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,5-dimethyl-
phenyl)-1-methyl-urea;

(1321) 1-(4-{(B)-2-[2-(9,9-difluoro-nonyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl }-3,5-dimethyl-
phenyl)-1-methyl-urea;

(1322)  1-(4-{2-[2-(9-hydroxy-nonyl)-4-ox0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,5-dimethyl-
phenyl)-1-methyl-urea;

(1323) 1-(4-{2-[2-(9,9-difluoro-nonyl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,5-dimethyl-
phenyl)-1-methyl-urea;

(1324) 1-(4-{2-[2-(9-amino-nonyl)-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,5-dimethyl-phenyl)-
1-methyl-urea;

(1325) 1-(4-{(E)-2-[2-(9-fluoro-nonyl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl}-3,5-dimethyl-
phenyl)-1-methyl-urea;

(1326) 1-(4-{(Z)-2-[2-(9-fluoro-nonyl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-vinyl}-3,5-dimethyl-
phenyl)-1-methyl-urea;

(1327) 1-(4-{2-[2-(9-fluoro-nonyl)-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,5-dimethyl-phenyl)-
1-methyl-urea;

(1328) 8-{2-[4-((R)-2,3-dihydroxy-propoxy)-2,6-dimethyl-
phenyl]-ethanesulfonyl}-2-[3-(4,4,5,5,5-pentafluoro-pen-
tyloxy)-phenyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1329) 8-{2-[4-((R)-2,3-dihydroxy-propoxy)-2,6-dimethyl-
phenyl]-ethanesulfonyl}-2-(4-fluoro-3-trifluoromethoxy-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1330) 2-(2,2-difluoro-benzo[1,3]dioxol-5-y1)-8-{2-[4-((R)-
2,3-dihydroxy-propoxy)-2,6-dimethyl-phenyl]-ethanesul-
fonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1331) 2-(2,2-difluoro-benzo[1,3]dioxol-5-y1)-8-{2-[4-(3,4-
dihydroxy-butoxy)-2-methyl-phenyl]-ethanesulfonyl}-1,
3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1332) 8-{2-[4-(3,4-dihydroxy-butoxy)-2-methyl-phenyl]-
ethanesulfonyl }-2-(4-fluoro-3-trifluoromethoxy-phenyl)-
1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1333)  2-(2,2-difluoro-benzo[1,3]dioxol-5-y1)-8-{2-[4-(4-
hydroxy-piperidine-1-carbonyl)-2,6-dimethyl-phenyl]-
ethanesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1334) 2-(4-fluoro-3-trifluoromethoxy-phenyl)-8-{2-[4-(4-
hydroxy-piperidine-1-carbonyl)-2,6-dimethyl-phenyl]-
ethanesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1335) 2-(4-fluoro-3-trifluoromethoxy-phenyl)-8-{2-[4-(4-
hydroxy-4-methyl-piperidine-1-carbonyl)-2,6-dimethyl-
phenyl]-ethanesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(1336)  2-(2,2-difluoro-benzo[1,3]dioxol-5-y1)-8-{2-[4-(4-
hydroxy-4-methyl-piperidine-1-carbonyl)-2,6-dimethyl-
phenyl]-ethanesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one;

(1337) 2-(4-fluoro-3-trifluoromethoxy-phenyl)-8-{2-[4-(3-
hydroxy-azetidine-1-carbonyl)-2,6-dimethyl-phenyl]-
ethanesulfonyl}-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1338)  1-[3,5-dimethyl-4-(2-{4-0x0-2-[3-(4,4,4-trifluoro-
butoxy)-phenyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl}-ethyl)-phenyl]-1-methyl-urea;
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(1339)  1-[3,5-dimethyl-4-(2-{4-0x0-2-[4-(4,4,4-trifluoro-
butoxy)-phenyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl}-ethyl)-phenyl]-1-methyl-urea;

(1340) 1-(3,5-dimethyl-4-{2-[4-0x0-2-(5-phenyl-pentyl)-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-phe-
nyl)-1-methyl-urea;

(1341) 1-(3,5-dimethyl-4-{2-[2-(3-nonafluorobutyl-phe-
nyl)-4-ox0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-phenyl)-1-methyl-urea;

(1342) 1-(3,5-dimethyl-4-{2-[4-0x0-2-(4-pentyl-phenyl)-1, !

3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-phe-
nyl)-1-methyl-urea;

(1343)  1-(3,5-dimethyl-4-{2-[4-0x0-2-((1S,3R)-3-propyl-
cyclohexyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl |-
ethyl}-phenyl)-1-methyl-urea;

(1344) 1-(4-{2-[2-(6-ethoxy-hexyl)-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,5-dimethyl-phenyl)-
1-methyl-urea;

(1345)  1-[3,5-dimethyl-4-(2-{4-0x0-2-[3-(6,6,6-trifluoro-
hexyl)-phenyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl}-ethyl)-phenyl]-1-methyl-urea;

(1346)  1-[3,5-dimethyl-4-(2-{4-0x0-2-[4-(6,6,6-trifluoro-
hexyl)-phenyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl}-ethyl)-phenyl]-1-methyl-urea;

(1347)  12-(8-{2-[2,6-dimethyl-4-(1-methyl-ureido)-phe-
nyl]-ethanesulfonyl}-4-0x0-1,3,8-triaza-spiro[4.5]dec-1-
en-2-yl)-dodecanoic acid ethyl ester;

(1348) 1-(3,5-dimethyl-4-{2-[4-0x0-2-(9-phenyl-nonyl)-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-phe-
nyl)-1-methyl-urea;

(1349) 1-(3,5-dimethyl-4-{2-[4-0x0-2-(6-phenyl-hexyl)-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-phe-
nyl)-1-methyl-urea;

(1350)  14-(8-{2-[2,6-dimethyl-4-(1-methyl-ureido)-phe-
nyl]-ethanesulfonyl}-4-0x0-1,3,8-triaza-spiro[4.5]dec-1-
en-2-yl)-tetradecanoic acid;

(1351)  1-(4-{2-[2-(7-methoxy-heptyl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl }-3,5-dimethyl-
phenyl)-1-methyl-urea;

(1352) 1-(3,5-dimethyl-4-{2-[4-0x0-2-(5-propoxy-pentyl)-
1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-phe-
nyl)-1-methyl-urea;

(1353) 1-(3,5-dimethyl-4-{2-[4-0x0-2-(3-propyl-nonyl)-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-phe-
nyl)-1-methyl-urea;

(1354) 1-(4-{2-[2-(3-methoxy-4-pentyl-phenyl)-4-0xo0-1,3,
8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,5-dim-
ethyl-phenyl)-1-methyl-urea;

(1355) 1-(3,5-dimethyl-4-{2-[4-0x0-2-(2-propyl-benzo-
furan-6-yl1)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-phenyl)-1-methyl-urea;

(1356) 1-[3,5-dimethyl-4-(2-{4-0x0-2-[5-(propane-1-sulfo-
nyl)-pentyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl}-ethyl)-phenyl]-1-methyl-urea;

(1357) 1-(4-{2-[2-(7-methanesulfonyl-heptyl)-4-oxo0-1,3,8-
triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,5-dim-
ethyl-phenyl)-1-methyl-urea;

(1358)  1-[3,5-dimethyl-4-(2-{4-0x0-2-[4-(4,4,4-trifluoro-
butyl)-phenyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl}-ethyl)-phenyl]-1-methyl-urea;

(1359)  1-[3,5-dimethyl-4-(2-{4-0x0-2-[3-(4,4,4-trifluoro-
butyl)-phenyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl}-ethyl)-phenyl]-1-methyl-urea;

(1360)  [11-(8-{2-[2,6-dimethyl-4-(1-methyl-ureido)-phe-
nyl]-ethanesulfonyl}-4-0x0-1,3,8-triaza-spiro[4.5]dec-1-
en-2-yl)-undecyl]-carbamic acid tert-butyl ester;
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(1361)  1-(4-{2-[2-(11-hydroxy-undecyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,5-dimethyl-
phenyl)-1-methyl-urea;

(1362)  10-(8-{2-[2,6-dimethyl-4-(1-methyl-ureido)-phe-
nyl]-ethanesulfonyl}-4-ox0-1,3,8-triaza-spiro[4.5]dec-1-
en-2-yl)-decanoic acid;

(1363)  10-(8-{2-[2,6-dimethyl-4-(1-methyl-ureido)-phe-
nyl]-ethanesulfonyl}-4-ox0-1,3,8-triaza-spiro[4.5]dec-1-
en-2-yl)-decanoic acid amide;

(1364) 1-(3,5-dimethyl-4-{2-[2-(4-[1,1,1->H,]-methyl-
[4-2H,]cyclohexyl)-4-0x0-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl]-ethyl}-phenyl)-1-methyl-urea;

(1365) 1-(3,5-dimethyl-4-{(B)-2-[4-0x0-2-(9-phenyl-
nonyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl ]-vi-
nyl}-phenyl)-1-methyl-urea;

(1366)  1-(4-{2-[2-(11-amino-undecyl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,5-dimethyl-
phenyl)-1-methyl-urea;

(1367) 3-[(3,5-dimethyl-4-{2-[2-(4-methyl-cyclohexyl)-4-
0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
phenyl)-methyl-amino]-4-ethoxy-cyclobut-3-ene-1,2-di-
one;

(1368) 3-amino-4-[(3,5-dimethyl-4-{2-[2-(4-methyl-cyclo-
hexyl)-4-o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-ethyl}-phenyl)-methyl-amino]-cyclobut-3-ene-1,2-
dione;

(1369) 3-dimethylamino-4-[(3,5-dimethyl-4-{2-[2-(4-
methyl-cyclohexyl)-4-0x0-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl]-ethyl}-phenyl)-methyl-amino]-cyclobut-
3-ene-1,2-dione;

(1370) N-(4-{2-[2-(4-ethynyl-cyclohexyl)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3-methyl-
phenyl)-acetamide;

(1371)  1-(4-{2-[4-[(Z)-hydroxyimino]-2-(4-methyl-cyclo-
hexyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-3,5-dimethyl-phenyl)-1-methyl-urea;

(1372)  2-(4-methyl-cyclohexyl)-4-oxo0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonic acid 2-methyl-benzylamide;
(1373)  2-(4-methyl-cyclohexyl)-4-oxo0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonic acid (2-o-tolyl-ethyl)-amide;
(1374)  2-cyclohexyl-8-{2-[1-((S)-2,3-dihydroxy-propyl)-
1H-indol-4-y1]-2-hydroxy-ethanesulfonyl}-1,3,8-triaza-

spiro[4.5]dec-1-en-4-one;

(1375) 2-cyclohexyl-8-(2-0x0-2-0-tolyl-ethanesulfonyl)-1,
3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1376) 2-cyclohexyl-8-(2-o-tolyl-ethynesulfonyl)-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(1377) 2-cyclohexyl-8-[2-(1H-indol-4-y1)-ethynesulfonyl]-
1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1378)  3,5,N,N-tetramethyl-4-(2-{4-0x0-2-[4-(3,3,3-trif-
luoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl}-ethyl)-benzamide;

(1379) 3,5,N,N-tetramethyl-4-{2-[ 2-(4-methyl-cyclohexyl)-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-benzamide;

(1380)  8-{2-[4-(4-hydroxy-4-methyl-piperidine-1-carbo-
nyl)-2,6-dimethyl-phenyl]-ethanesulfonyl}-2-[4-(3,3,3-
trifluoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-
1-en-4-one;

(1381)  8-{2-[4-(4-fluoromethyl-4-hydroxy-piperidine-1-
carbonyl)-2,6-dimethyl-phenyl]-ethanesulfonyl}-2-[4-(3,
3,3-trifluoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one;

(1382)  8-{2-[4-(4-hydroxy-4-methyl-piperidine-1-carbo-
nyl)-2,6-dimethyl-phenyl]-ethanesulfonyl}-2-(4-methyl-
cyclohexyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;
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(1383)  8-{2-[4-(4-fluoromethyl-4-hydroxy-piperidine-1-
carbonyl)-2,6-dimethyl-phenyl]-ethanesulfonyl}-2-(4-
methyl-cyclohexyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one;

(1384) 8-(2-{4-[4-((R)-2,3-dihydroxy-propoxy)-piperidine-
1-carbonyl]-2,6-dimethyl-phenyl}-ethanesulfonyl)-2-[4-
(3,3,3-trifluoro-propyl)-cyclohexyl]-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(1385) 3,5-dimethyl-4-(2-{4-0x0-2-[4-(3,3,3-trifluoro-pro-
pyD-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl}-ethyl)-benzoic acid hydrazide;

(1386) 8-{2-[2,6-dimethyl-4-(pyrazolidine-1-carbonyl)-
phenyl]-ethanesulfonyl }-2-[4-(3,3,3-trifluoro-propyl)-cy-
clohexyl]-1,3,8-triaza-spiro[4.5]dec-1-en-4-one;

(1387) N,N-dimethyl-2-(3-methyl-4-{2-[ 2-(4-methyl-cyclo-
hexyl)-4-o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-ethyl}-phenyl)-acetamide;

(1388)  N-methoxy-2-(3-methyl-4-{2-[2-(4-methyl-cyclo-
hexyl)-4-o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-ethyl}-phenyl)-acetamide;

(1389)  1-[3,5-dimethyl-4-(2-{4-0x0-2-[4-(3,3,3-trifluoro-
propyl)-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
sulfonyl}-ethyl)-benzyl]-1-methyl-urea;

(1390)  1-(3,5-dimethyl-4-{2-[2-(4-methyl-cyclohexyl)-4-
o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
benzyl)-1-methyl-urea;

(1391)  1-(4-{2-[2-(4-fluoro-3-trifluoromethyl-phenyl)-4-
o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
3,5-dimethyl-phenyl)-1-[1,1,1-*H;|methyl-urea;

(1392) 2-cyclohexyl-8-{2-[1-((2S,3S)-2,3,4-trihydroxy-bu-
tyl)-1H-indol-4-yl]-ethanesulfonyl}-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one;

(1393) 8-{2-[1-((28,3S)-4-benzyloxy-2,3-dihydroxy-butyl)-
1H-indol-4-y1]-ethanesulfonyl } -2-cyclohexyl-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one;

(1394) N-[3-methyl-4-(2-{4-0x0-2-[4-(3,3,3-trifluoro-pro-
pyD-cyclohexyl]-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl}-ethyl)-benzyl]-acetamide;

(1395)  3,N,N-trimethyl-4-{2-[4-0x0-2-(3-trifluoromethyl-
phenylamino)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-ethyl}-benzamide;

(1396)  3,N,N-trimethyl-4-{2-[4-0x0-2-(4-trifluoromethyl-
phenylamino)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfo-
nyl]-ethyl}-benzamide;

(1397) 3,N,N-trimethyl-4-{2-[2-(methyl-phenyl-amino)-4-
o0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
benzamide;

(1398) 4-{2-[2-(benzyl-methyl-amino)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-trimethyl-
benzamide;

(1399)  4-{2-[2-(cyclohexylmethyl-amino)-4-0x0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl } -3,N,N-trim-
ethyl-benzamide;

(1400) 3,N,N-trimethyl-4-(2-{2-[methyl-(4-trifluoromethyl-
phenyl)-amino]-4-oxo-1,3,8-triaza-spiro[4.5]dec-1-ene-
8-sulfonyl}-ethyl)-benzamide;

(1401) N-(3-methyl-4-{2-[4-0x0-2-(4-trifluoromethyl-phe-
nylamino)-1,3,8-triaza-spiro[4.5]|dec-1-ene-8-sulfonyl]-
ethyl}-phenyl)-acetamide;

(1402) N-(3-methyl-4-{2-[4-0x0-2-(3-trifluoromethyl-phe-
nylamino)-1,3,8-triaza-spiro[4.5]|dec-1-ene-8-sulfonyl]-
ethyl}-phenyl)-acetamide;

(1403) 4-{2-[2-(4-butyl-piperidin-1-yl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-trimethyl-
benzamide;
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(1404) 4-{2-[2-(4-butyl-cyclohexylamino)-4-0xo0-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-trim-
ethyl-benzamide;

(1405) 4-{2-[2-(3-but-3-enyloxy-5-trifluoromethyl-phenyl)-
4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-
ethyl}-3,N-dimethyl-N-pent-4-enyl-benzamide;

(1419) N-(2-allyloxy-ethyl)-4-{2-[2-(3-but-3-enyloxy-5-tri-
fluoromethyl-phenyl)-4-oxo-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl]-ethyl}-3,N-dimethyl-benzamide;

(1443) dec-9-enoic acid {4-[2-(2-hex-5-enyl-4-0x0-1,3,8-
triaza-spiro[4.5]dec-1-ene-8-sulfonyl)-ethyl]-3,5-dim-
ethyl-phenyl}-methyl-amide; or

(1446) hept-6-enoic acid {4-[2-(2-hex-5-enyl-4-0x0-1,3,8-
triaza-spiro[4.5]dec-1-ene-8-sulfonyl)-ethyl]-3,5-dim-
ethyl-phenyl}-methyl-amide,

or a pharmacologically acceptable salt thereof.

Such compounds represented by the above formula (1) or
pharmacologically acceptable salts thereof according to the
present invention are useful as compounds having a PTH-
like effect, preferably PTH1 receptor agonists, and are useful
for the prevention and/or treatment of osteoporosis, fracture,
osteomalacia, arthritis, thrombocytopenia, hypoparathyroid-
ism, hyperphosphatemia, tumoral calcinosis or the like, or
stem cell mobilization.

The compounds or salts thereof according to the present
invention can be formulated by conventional methods into
tablets, powders, fine granules, granules, coated tablets,
capsules, syrups, troches, inhalations, suppositories, injec-
tions, ointments, ophthalmic ointments, ophthalmic prepa-
rations, nasal preparations, ear preparations, cataplasms,
lotions and the like. Commonly used excipients, binders,
lubricants, colorants, correctives, and as necessary, stabiliz-
ers, emulsifiers, absorption promoters, surfactants, pH
adjusters, preservatives, antioxidants and the like can be
used for formulation, and they are blended with ingredients
commonly used as raw materials of pharmaceutical prepa-
rations and formulated by conventional methods.

For example, oral preparations are manufactured by add-
ing, to the compound or a pharmacologically acceptable salt
thereof according to the present invention, an excipient, and
as necessary, a binder, a disintegrant, a lubricant, a colorant,
a corrective and the like and then formulating them into
powder, fine granules, granules, tablets, coated tablets, cap-
sules and the like by a conventional method.

Examples of these ingredients include animal and veg-
etable oils such as soybean oil, beef tallow and synthetic
glyceride; hydrocarbons such as liquid paraffin, squalane
and solid paraffin; ester oils such as octyldodecyl myristate
and isopropyl myristate; higher alcohols such as cetostearyl
alcohol and behenyl alcohol; silicone resin; silicone oil;
surfactants such as polyoxyethylene fatty acid ester, sorbitan
fatty acid ester, glycerol fatty acid ester, polyoxyethylene
sorbitan fatty acid ester, polyoxyethylene hydrogenated cas-
tor oil and a polyoxyethylene-polyoxypropylene block
copolymer; water-soluble polymers such as hydroxyethyl-
cellulose, polyacrylic acid, a carboxyvinyl polymer, poly-
ethylene glycol, polyvinylpyrrolidone and methylcellulose;
lower alcohols such as ethanol and isopropanol; polyhydric
alcohols such as glycerol, propylene glycol, dipropylene
glycol and sorbitol; sugars such as glucose and sucrose;
inorganic powders such as silicic anhydride, magnesium
aluminum silicate and aluminum silicate; and purified water.

Examples of the excipients include lactose, corn starch,
white soft sugar, glucose, mannitol, sorbitol, microcrystal-
line cellulose and silicon dioxide.

Examples of the binders include polyvinyl alcohol, poly-
vinyl ether, methylcellulose, ethylcellulose, acacia, traga-
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canth, gelatin, shellac, hydroxypropylmethylcellulose,
hydroxypropylcellulose, polyvinylpyrrolidone, a polypro-
pylene glycol-polyoxyethylene block polymer and meglu-
mine.

Examples of the disintegrants include starch, agar, gelatin
powder, microcrystalline cellulose, calcium carbonate,
sodium bicarbonate, calcium citrate, dextrin, pectin and
carboxymethylcellulose calcium.

Examples of the lubricants include magnesium stearate,
talc, polyethylene glycol, silica and hydrogenated vegetable
oil.

Colorants used are those approved as additives to phar-
maceuticals. Correctives used are cocoa powder, peppermint
camphor, empasm, mentha oil, borneol, powdered cinnamon
bark and the like.

Obviously, these tablets and granules may be sugar-coated
or otherwise coated appropriately as necessary. Liquid
preparations such as syrups and injectable preparations are
manufactured by adding a pH adjuster, a solubilizer, a
tonicity adjusting agent and the like, and as necessary, a
solubilizing agent, a stabilizer and the like to the compound
or a pharmacologically acceptable salt thereof according to
the present invention and formulating them by a conven-
tional method.

The method of manufacturing external preparations is not
limited and they can be manufactured by conventional
methods. Specifically, various raw materials commonly used
for pharmaceuticals, quasi drugs, cosmetics and the like can
be used as base materials for formulation. Specific examples
of the base materials used include raw materials such as
animal and vegetable oils, mineral oils, ester oils, waxes,
higher alcohols, fatty acids, silicone oil, surfactants, phos-
pholipids, alcohols, polyhydric alcohols, water-soluble poly-
mers, clay minerals and purified water. Further, pH adjust-
ers, antioxidants, chelators, preservatives and fungicides,
colorants, flavors and the like may be added as necessary.
The base materials for external preparations according to the
present invention are not limited to these materials.

Ingredients such as ingredients having a differentiation-
inducing effect, blood flow promoters, bactericides, anti-
inflammatory agents, cell activators, vitamins, amino acids,
humectants and keratolytic agents may also be blended as
necessary. The aforementioned base materials are added in
an amount corresponding to the concentration usually cho-
sen for the manufacture of external preparations.

The mode of administration of the compounds or salts
thereof, or hydrates of the compounds or salts according to
the present invention is not particularly limited, and they
may be orally or parenterally administered by methods
commonly used. For example, they can be formulated into
preparations such as tablets, powders, granules, capsules,
syrups, troches, inhalations, suppositories, injections, oint-
ments, ophthalmic ointments, ophthalmic preparations,
nasal preparations, ear preparations, cataplasms and lotions
and administered.

The dosage of the medicine according to the present
invention can be appropriately selected depending on the
severity of the symptom, the age, the sex, the body weight,
the mode of administration, the type of the salt, the specific
type of the disease, and the like.
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Although the dosage significantly varies according to the
type of the disease and the severity of the symptom of the
patient, the age of the patient, the sex difference and the
difference in sensitivity to drugs between the patients, and
the like, the dosage is usually about 0.03 to 1000 mg,
preferably 0.1 to 500 mg and more preferably 0.1 to 100 mg
per day for adults and is administered divided into one to
several doses a day. For injections, the dosage is usually
about 1 pg/kg to 3000 pg/kg, preferably about 3 pug/kg to
1000 ng/kg.

In the manufacture of the compounds of the present
invention represented by the above formula (1), raw material
compounds and various reagents may form salts, hydrates or
solvates, all vary according to the starting material, the
solvent used, and the like, and are not particularly limited
insofar as they do not inhibit the reaction.

The solvent used also varies according to the starting
material, the reagent and the like, and is not particularly
limited insofar as it does not inhibit the reaction and dis-
solves the starting material to a certain extent, obviously.

Various isomers (e.g., geometric isomers, optical isomers
based on asymmetric carbons, rotamers, stercoisomers and
tautomers) can be purified and isolated using common
separation means, e.g., recrystallization, diastereomeric salt
methods, enzymatic resolution methods and various chro-
matography methods (e.g., thin-layer chromatography, col-
umn chromatography, high performance liquid chromatog-
raphy and gas chromatography).

The compounds according to the present invention
obtained as free forms can be converted to salts that may be
formed by the compounds or to hydrates of the compounds
according to conventional methods. The compounds accord-
ing to the present invention obtained as salts or hydrates of
the compounds can also be converted to free forms of the
compounds according to conventional methods.

The compounds according to the present invention can be
isolated and purified by applying common chemical opera-
tions such as extraction, concentration, evaporation, crys-
tallization, filtration, recrystallization and various chroma-
tography methods.

All prior art documents cited herein are hereby incorpo-
rated by reference.

General manufacturing methods for the compounds of the
present invention and examples will be shown below.

General Synthesis Methods

The compounds of the present invention can be synthe-
sized by various methods, some of which will be described
with reference to the following schemes. The schemes are
illustrative and the present invention is not limited only by
the chemical reactions and conditions explicitly indicated.
Although some substituents are excluded in the following
schemes for the sake of clarity, such exclusion is not
intended to limit the disclosure of the schemes. Represen-
tative compounds of the present invention can be synthe-
sized using appropriate intermediates, known compounds,
and reagents. R;, R,, Ry;, Ry, W, X, Y, m and n in the
formulas in the following general synthesis methods are as
defined for R}, R,, R35, Ry, W, X, Y, m and n in the
compounds represented by the above general formula (1)
(compounds represented by the formula I in the following
general synthesis methods).
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The compounds of the general formula (1) according to
the present invention can be synthesized by the manufac-
turing methods shown below.

Scheme 1 (Method A

Step 1
NH + Cl—S—W—R;

Formula I

Scheme 1 (Method A) is a method of reacting a spiro-
amine derivative (1) with various sulfonyl chlorides (2) in an
appropriate solvent such as dichloromethane or tetrahydro-
furan in the presence of an appropriate base such as trieth-
ylamine or pyridine. The reaction temperature is 0° C. to
room temperature, for example, and the reaction time is 0.5
to 24 hours. The resulting sulfonamide derivative (formula
1) is isolated by a common technique and, if necessary, may
be purified by crystallization or chromatography.

The spiro-amine derivative (1) shown in Scheme 1 can be
synthesized from an acylamino-nitrile derivative (3) or
acylamino-amide derivative (4). Scheme 2 shows a method
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in the presence of an aqueous sodium hydroxide solution
and aqueous hydrogen peroxide solution. The reaction tem-
perature is reflux temperature, for example, and the reaction
time is 1 to 24 hours. The resulting cyclized derivative (5)
is isolated by a common technique and, if necessary, may be
purified by crystallization or chromatography.

The cyclized derivative (5) can also be synthesized by
two-step reaction (Step 3, Step 4). Step 3 is a method of
converting the nitrile group to an amido group under basic
hydrolysis conditions in the presence of hydrogen peroxide.
(This reaction can be performed with reference to Chemis-
try—A FEuropean Journal (2002), 8(2), 439-450, for
example.) Step 4 is a method of cyclizing an acylamino-
amide derivative (4) in an appropriate solvent such as
ethanol, tert-butanol or dimethy! sulfoxide in the presence of
an appropriate base such as an aqueous sodium hydroxide
solution or potassium t-butoxide. The reaction temperature
is room temperature to reflux temperature, for example, and
the reaction time is 1 to 24 hours. The resulting cyclized
derivative (5) is isolated by a common technique and, if
necessary, may be purified by crystallization or chromatog-
raphy.

Step 5 is a reaction of deprotecting the t-butoxycarbonyl
group with an appropriate acid such as trifluoroacetic acid or
hydrochloric acid in an appropriate solvent such as dichlo-
romethane, dioxane or methanol. (This reaction can be
performed with reference to Protective Groups in Organic
Synthesis, Wiley-Interscience, for example.)

The acylamino-nitrile derivative (3) or acylamino-amide
derivative (4) shown in Scheme 2 can be synthesized from
an amino-nitrile derivative (8a) or amino-amide derivative

Scheme 2

of synthesizing the spiro-amine derivative (1).
HN
Ry

\ Rs3
X Step 2
R34 E
\X
3

Ste&\

Rz
HN |+\)m 0
NJ<
|+/>n 0%
R
R2 - 34
X 0

)

(In the scheme, Y =0.)
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[/

Riy
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Step 5

N
N HN

J<O
I|{—€/)n O 4% R,—X )% N
34

5) (6]

Step 2 is a method of cyclizing an acylamino-nitrile 5 (8b). Scheme 3 shows a method of synthesizing the acy-

derivative (3) in an appropriate solvent such as an aqueous
ethanol solution or an aqueous dimethyl sulfoxide solution

lamino-nitrile derivative (3) or acylamino-amide derivative

4).
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Scheme 3
0 R3 Ym0
- KO
Cl  HN Yu 04% Step 6
N Y
©) (82): Ry = CN \ w0 N oo
(8b): R; = CONH, 2
—{ —{
HN Y o% or HN Y o%

/

O R; )m O
ol SO

oHn HN n O% Step 7
@) (8a): R3 =CN

(8b): R; = CONH,
(In the scheme, Y =0.)

Step 6 is a method of reacting an acid chloride derivative
(6) with an amino-nitrile derivative (8a) or amino-amide
derivative (8b), respectively, in an appropriate solvent such
as dichloromethane or tetrahydrofuran in the presence of an
appropriate base such as triethylamine or pyridine. The
reaction temperature is 0° C. to room temperature, for
example, and the reaction time is 0.5 to 24 hours. The
resulting acylamino-nitrile derivative (3) or acylamino-
amide derivative (4) is isolated by a common technique and,
if necessary, may be purified by crystallization or chroma-
tography. The acid chloride derivative (6) used for the
reaction can be purchased or can be synthesized from a
carboxylic acid derivative (7) by the method described in
March, Advanced Organic Chemistry, 5% Edition, John
Wiley and Sons, New York, P 523-P 524, for example.

Step 7 is a method of reacting a carboxylic acid derivative
(7) with amino-nitrile (8a) or amino-amide (8b). Examples
of the coupling reagent include N,N'-dicyclohexylcarbodi-
imide (DCC), 1-ethyl-3-(3-dimethylaminopropyl)carbodi-
imide hydrochloride (EDC), 0-(7-azabenzotriazol-1-y1)-1,1,
3,3-tetramethyluronium hexafluorophosphate (HATU) and
4-(4,6-dimethoxy-1,3,5-triazin-2-yl)-4-methylmorpho-
linium chloride n-hydrate (DMT-MM). Examples of the
base include triethylamine or N,N-diisopropylethylamine. If
necessary, 4-(dimethylamino)pyridine (DMAP) may be
used as a catalyst. Examples of the appropriate solvent
include dichloromethane or N,N-dimethylformamide.
Examples of the appropriate solvent used in the case of
DMT-MM include methanol, ethanol and acetonitrile. The
reaction temperature is 0° C. to room temperature, for
example, and the reaction time is 0.5 to 24 hours. The
resulting acylamino-nitrile derivative (3) or acylamino-
amide derivative (4) is isolated by a common technique and,
if necessary, may be purified by crystallization or chroma-
tography.

The sulfonyl chloride derivative (2) shown in Scheme 1
can be purchased or can be synthesized as shown in Scheme
4a and Scheme 4b.
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Scheme 4a

Step 8
R—W—Br — R|—W—S03Na

® (10)

Step 9

R—W—S—=Cl
0
2)

Scheme 4a is a method of synthesizing a sulfonyl chloride
derivative (2) from a bromide derivative (9) through a
sodium salt derivative of sulfonic acid (10). This method of
providing a sulfonyl chloride can be performed with refer-
ence to J. Org. Chem. 1985, 50(12), 2066-2073 or J. Org.
Chem. 1984, 49(26), 5124-5131, for example.

Scheme 4b

S—SiPhy
_/_ Step 11
—_—

12)

VA
Ry

13)

// Step 10
R, — R

an

1

e}

ll
S—cCl
Step 12 ”

> Ry

(14)

Scheme 4b is a method of synthesizing a sulfonyl chloride
derivative, in particular, an ethylsulfonyl chloride derivative
(14) from a styrene derivative (11). This reaction can be
performed with reference to Tetrahedron Lett., Vol 35,
1837-1840 (1994) or Chemistry Lett., 1483-1486 (1992), for
example.

The spiro-amine structure of the formula I can be syn-

thesized by cyclization of an amide derivative such as (15)
or (16) of Scheme 5 (Method B).
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Scheme 5 (Method B
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HN |—(-/ (ll
Rag
R,—X o)
16
Y Ry
HN o
)\ N—S—WR,
</ \_ /. |
R,—X | w0
Riy
Formula I

(In the scheme, Y =0.)

The compound I is synthesized by cyclizing an amide
derivative represented by (15) or (16) using the above-
described method of Step 2 or Step 4.

The amide derivative ((15) or (16)) shown in Scheme 5
can be derived from a keto-amine derivative (17). Scheme 6

shows a method of synthesizing the amide derivative ((15)
or (16)).

Scheme 6
Rs3
|—<—\>m 0
” Step 1
(@] NH + Cl—S—WR; —»
W ||
| )n O
R34
an ()]
Rs;
| o}
+\ ” Step 13
N—S—WR, —»
Al
| )n O
R34
18)
N Rs;
N\ | 0
_(_\ ” Step 6
N—S—WR, —»
_(_/ ” or
H,N | O Step 7
R34

(19)
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-continued
}J\\\ Rs;
N\ AN
” Step 3
N—S—WR; ——»
HN |_(_/)n (|l
Riy
R,—X 0
(15)
Y Rs
N |—(—\)m
N—ﬁ—WRl
|_(_/)n O
Rag
R,—X 0

16)
(In the scheme, Y =0.)

Step 1 is a method of reacting a keto-amine derivative
(17) with a sulfonyl chloride derivative (2). Step 13 is a
Strecker synthesis of converting a ketone derivative (18) to
an amino-nitrile derivative (19). Specifically, this is a
method of reacting a ketone derivative (18) with sodium
cyanide or potassium cyanide and ammonium chloride or
ammonium acetate in an appropriate solvent such as metha-
nol, ethanol or tetrahydrofuran in the presence/absence of
water. The reaction temperature is room temperature to 80°
C., for example, and the reaction time is 2 to 72 hours. The
resulting amino-nitrile derivative (19) is isolated by a com-
mon technique and, if necessary, may be purified by crys-
tallization or chromatography.

The cyano-amide derivative (15) can be synthesized by
the same method as in Step 6 or Step 7 in Scheme 3. Step
3 is a method of synthesizing an amido-amide compound
(16) by hydrolysis of the cyano-amide derivative (15).

The spiro-amine derivative of the formula I, in particular,
the aryl-ethenylsulfonamide derivative of the formula II
(0=0) and the aryl-propenylsulfonamide derivative of the
formula II (0=1), can be synthesized by a Heck reaction of
an olefinated sulfonamide derivative (20) with an aryl halide
(21) in Scheme 7.

Scheme 7 (Method C

Y Ry

lm
)\ _(_\N—S—(CHz)o +
R,—X =y |‘<‘/ (ll

Riy

Q.

@n

HN

Step 14
X —

Y R33 Ar
— s — (CHyo
o/ +/ I
Rag
Formula IT

(In the scheme, Y =0.)
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Step 14 is a method of synthesizing an arylethenylsulfo-
namide derivative (formula II) by coupling an olefinated
sulfonamide derivative (20) with an aryl halide derivative
(21) in an appropriate solvent such as N,N-dimethylacet-
amide (DMA), N,N-dimethylformamide (DMF) or 1,4-di-
oxane in the presence of a palladium catalyst such as
palladium(Il) acetate (Pd(OAc),) or tetrakis(triphenylphos-
phine)palladium(0) (Pd(PPhy,),), in the presence or absence
of a phosphine ligand such as triphenylphosphine (PPh,) or
tri-o-tolylphosphine ((o-tol);P) and in the presence of an
appropriate base such as triethylamine, respectively, in an
N, atmosphere. The reaction temperature is 90° C. to reflux
temperature. This reaction can be performed under micro-
wave irradiation. The resulting arylethenylsulfonamide
derivative (formula 1II) is isolated by a common technique
and, if necessary, may be purified by crystallization or
chromatography.

The spiro-amine derivative (formula I), in particular, the
ethenylsulfonamide derivative (formula III), can also be
synthesized by coupling a Horner-Wadsworth-Emmons
reagent with an aldehyde derivative (24) as shown in
Scheme 8.

Scheme 8 (Method D
A I|{33
m o Q
HN
_<_\N—Q— . CIP(O)OEy, —P1,
<7\, |
R,—X | Mmoo
Rz
(22)
Y g, 0 /OEt
|+\)m O P—OFt
HN Il
N—S
R,—X N |+m o
Rag
(23)
Rs3
2 e Ry
R, Step 16 HN N_g _/_
" *N |+/> |
(24) R—X Ry "0
Formula IIT

(In the scheme, Y =0.)

Step 15 is a method of synthesizing a Horner-Wadsworth-
Emmons reagent (23) by coupling a methanesulfonamide
derivative (22) with diethyl chlorophosphate in an appro-
priate solvent such as tetrahydrofuran or diethyl ether in the
presence of a base such as lithium hexamethyldisilazide
(LHMDS) or lithium diisopropylamide (LDA). The reaction
is performed at -78° C. to room temperature for 1 to 24
hours in an N, atmosphere. The resulting Horner-Wads-
worth-Emmons reagent (23) is isolated by a common tech-
nique and, if necessary, may be purified by crystallization or
chromatography. This reaction can be performed with ref-
erence to Tetrahedron 2001, 57(37), 7899-7907, for
example.

Step 16 is a method of synthesizing an ethenylsulfona-
mide derivative (formula III) by reacting the Horner-Wad-
sworth-Emmons reagent (23) with an aldehyde derivative
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(24) under Horner-Wadsworth-Emmons reaction conditions.
This reaction can be performed with reference to Synlett
2005, 5, 834-838; Tetrahedron 2001, 57(37), 7899-7907, for
example.

The spiro-amine derivative (formula I), in particular, the
aryl-alkylsulfonamide derivative (formula IV), can be syn-
thesized by reduction of an olefin of the formula II in
Scheme 9.

Scheme 9 (Method E

Step 17
_—

R,—X

Formula IV
(In the scheme, Y =0.)

Step 17 is a method of hydrogenating an olefin of the
formula II in an inert solvent such as methanol, ethanol,
dimethylformamide or dimethylacetamide in the presence of
a catalyst such as palladium carbon or palladium hydroxide
carbon, respectively, under an H, atmosphere. The reaction
temperature is room temperature to 80° C., and the reaction
may be performed under pressure. The resulting aryl-alkyl-
sulfonamide derivative (formula IV) is isolated by a com-
mon technique and, if necessary, may be purified by crys-
tallization or chromatography.

The cyclized derivative (5) amide used in the above
reaction can be converted to a thioamide (Step 18) and used
for the reaction of Step 5 or Step 1. This reaction can be
performed with reference to March, Advanced Organic
Chemistry, 5% Edition, for example.

Scheme 10
Y Ry
)\%<: / Step 18
| )YI
Riy

s |+/>n

R34

@5)
(In the scheme, Y =0.)

The ketone derivative (18) shown in Scheme 6 can be
derived from a keto-amine derivative (17) through an ethe-
nesulfonamide derivative (26). It can also be derived from a
ketal-amine derivative (27) through a ketal-ethenesulfona-
mide derivative (28).
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Scheme 11
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an (26)
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R33
[ ><: NH Stepld [
R34

@n (28)

Step 19 is a method of reacting a keto-amine derivative
(17) or ketal-amine derivative (27) with chloroethanesulfo-
nyl chloride in an appropriate solvent such as dichlorometh-
ane in the presence of an appropriate base such as triethyl-
amine. The reaction temperature is 0° C. to 40° C., for
example, and the reaction time is 0.1 to 1 hour. The resulting
ethenesulfonamide derivative (26) or ketal-ethenesulfona-
mide derivative (28) is isolated by a common technique and,
if necessary, may be purified by crystallization or chroma-
tography.

The ketone derivative (18) can be synthesized from the
ethenesulfonamide derivative (26) by the same method as in
Step 14 in Scheme 7.

The ketone derivative (18) can also be synthesized by
converting the ketal-ethenesulfonamide derivative (28) to a
ketal-sulfonamide derivative (29) by the same method as in
Step 14 in Scheme 7 and then deprotecting the ketal by the
method of Step 20. Step 20 is a method of reacting the
ketal-sulfonamide derivative (29) with an acid such as
trifluoroacetic acid or hydrochloric acid in an appropriate
solvent such as aqueous acetone or aqueous ethanol. The
reaction temperature is 55° C. to 80° C. (boiling point of the
solvent), for example, and the reaction time is 1 to 24 hours.
The resulting ketone derivative (18) is isolated by a common
technique and, if necessary, may be purified by crystalliza-
tion or chromatography.

The olefinated sulfonamide derivative (20) shown in
Scheme 7 can be derived from a spiro-amine derivative (1).

Scheme 12
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Rs;
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R34 R34
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Step 21 is a method of reacting a spiro-amine derivative
(1) with a sulfonyl chloride reagent (e.g., chloroethanesul-
fonyl chloride or 2-propene-1-sulfonyl chloride) in an
appropriate solvent such as dichloromethane in the presence
of an appropriate base such as triethylamine. The reaction
temperature is 0° C. to 40° C., for example, and the reaction
time is 0.1 to 1 hour. The resulting olefinated sulfonamide
derivative (20) is isolated by a common technique and, if
necessary, may be purified by crystallization or chromatog-
raphy.

The methanesulfonamide derivative (22) shown in
Scheme 8 can be derived from a spiro-amine derivative (1).

Scheme 13
O Ry
[m
HN Step 22
NH —»
\ -(_/
R,—X N | I
R34
(6]
O Ry

VAR
)\ N—S§—
R,—X Y |'('/>n (ll

R34
(22)

Step 22 is a method of reacting a spiro-amine derivative
(1) with methanesulfonyl chloride in an appropriate solvent
such as dichloromethane in the presence of an appropriate
base such as triethylamine. The reaction temperature is 0° C.
to room temperature, for example, and the reaction time is
0.1 to 1 hour. The methanesulfonamide derivative (22) is
isolated by a common technique and, if necessary, may be
purified by crystallization or chromatography.

The compound of the general formula (1) wherein Y is a
sulfur atom (formula VI) can be synthesized from a thio-
amide intermediate (25) in Scheme 10 by the reactions of
Step 5-Step 1 as in the case of the compound wherein Y is
an oxygen atom, for example. It can also be synthesized
from an amide derivative wherein Y is an oxygen atom
(formula V) by Step 18.
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R33
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R34
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N—S—W—R, Step 18

=\,

Ras

R,—X

Formula V

Step 18 is a method of reacting an amide derivative
(formula V) with a Lawesson’s reagent in an appropriate
solvent such as toluene. The reaction temperature is room
temperature to the boiling point of the solvent, for example,
and the reaction time is several hours to 24 hours. The
thioamide derivative (formula VI) is isolated by a common
technique and, if necessary, may be purified by crystalliza-
tion or chromatography. This conversion reaction of carbo-
nyl to thiocarbonyl can be performed with reference to

HN
k
R,—X N

)\

25

30

S R33
HN
)\
R,—X N
R34
(25)
Rs7
\N
Rs3

i
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S Ry

~
|+/>n

R34
(30)

lStep 1 or the like

S Ry

[

N—S—W—R,

e,

Riy
Formula VI

March, Advanced Organic Chemistry, 5% Edition, for
example.

The compound of the general formula (1) wherein Y is a
nitrogen atom (formula VII, formula VIII) can be synthe-
sized by converting the thioamido group of a thioamide
intermediate (25) to an amidino group (step 23) to provide
an amidino intermediate (31, 32) and then subjecting the
intermediate to the reactions of Step 5 and subsequent Step
1 as in the case of the compound of the general formula (1)
wherein Y is an oxygen atom, for example.

Scheme 15

Step 23

Rsg
Rsg \\N
Rs3
|-€\ m
N="

R,—X R,—X
Ry R34
@31 or (32)
Ry; l Ro
\N Rss\\
/ Rs3 y Rs3 o
Lit3 m
iy N iy ™|
—S—W R, N—S—W—R,
R,—X N |/ —X N [ o
R4 Raa
Formula VI Formula VIII
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Step 23 is a method of reacting a thioamide intermediate
(25) with a primary amine or secondary amine in an appro-
priate solvent such as methanol. The reaction temperature is
room temperature to the boiling point of the solvent, for
example, and the reaction time is several hours to 24 hours.
The amidino intermediate (31, 32) is isolated by a common
technique and, if necessary, may be purified by crystalliza-
tion or chromatography.

The derivative of the general formula (1) wherein X is a
single bond and R, is optionally substituted aryl or het-
eroaryl (formula IX) can also be synthesized from a thio-
hydantoin derivative (33).

Scheme 16
P Rs;
HN |*’\m I Step 24
N—S—W—gR,
)\N -(-/)n ” \ B(OH)
S H I |
Ri4 R
F
33)
(34
O
Lit3
{C*\ ||
N—S—W—R,
|+/>n 1
Rag
Formula IX

Step 24 is a method of reacting a thiohydantoin derivative
(33) with an optionally substituted arylboronic acid (34) in
an appropriate solvent such as N-methylpyrolidone in the
presence of a copper catalyst such as CuTC or a palladium
catalyst such as tetrakis(triphenylphosphine)palladium(0).
The reaction temperature is room temperature to the boiling
point of the solvent, for example, and the reaction time is 0.5
to 24 hours. The substituted phenyl derivative (formula IX)
is isolated by a common technique and, if necessary, may be
purified by crystallization or chromatography.

The thiohydantoin derivative (33) can be synthesized
from an amino-nitrile derivative (19) through Step 3 and
Step 25.

Scheme 17
N
\\ Rs3
|+\ m
_S_W R, Step 3
_
LN |+/
Rag
19)
Y Rs3
|-€\ m
H)N
2 —S—W R, Step25
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R34
(35)
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Step 3 is a method of synthesizing an amino-amide
derivative (35) by hydrolyzing an amino-nitrile derivative
(19). Step 25 is a reaction of converting the amino-amide
derivative (35) to a thiohydantoin derivative (33). Step 25 is
a method of reacting the amino-amide derivative (35) with
a thiocarbonylating reagent such as di(2-pyridyl)thionocar-
bonate in an appropriate solvent such as tetrahydrofuran.
The reaction temperature is 0° C. to room temperature, for
example, and the reaction time is 0.5 hour to several hours.
The thiohydantoin derivative (33) is isolated by a common
technique and, if necessary, may be purified by crystalliza-
tion or chromatography.

The alkynyl derivative of the general formula (1) wherein
W is acetylene and R, is optionally substituted aryl or
heteroaryl (formula XI) can be synthesized through an
acetophenone derivative (formula X).

Scheme 18
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Step 26 is a method of condensation with an aryl ester
(36) in an appropriate solvent such as tetrahydrofuran or
diethyl ether in the presence of a base such as lithium
hexamethyldisilazide (LHMDS) or lithium diisopropylam-
ide (LDA) preferably with the addition of DMPU. The
reaction is performed at —78° C. to room temperature for 1
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to 24 hours in an N, atmosphere. The resulting acetophenone
derivative (formula X) is isolated by a common technique
and, if necessary, may be purified by crystallization or
chromatography.

Step 27 is a method of synthesizing an alkynyl derivative
(formula XI) by subjecting the acetophenone derivative
(formula X) to dehydration reaction. Specifically, 1 to 10
equivalents of a dehydrating agent, preferably 2-chloro-1-
methyl-pyridinium iodide, and an appropriate base, prefer-
ably triethylamine, are added and reacted in an appropriate
solvent such as dichloromethane at 0° C. to a temperature
under heating. The resulting alkynyl derivative (formula XI)
is isolated by a common technique and, if necessary, may be
purified by crystallization or chromatography.

The substituted alkylene derivative of the general formula
(1) wherein W is branched alkylene or haloalkylene (for-
mula XII) can be synthesized as follows, for example.

The substituted alkylene derivative (formula XII) can be
obtained by nucleophilic substitution reaction with a ketal-
sulfonamide derivative (37) as a raw material to introduce an
alkyl group or a halogen atom onto the carbon adjacent to
the sulfonyl group (Step 28), ketal deprotection reaction
(Step 20) and the steps shown in Schemes 5 and 6.

Scheme 19
Rs;
0 |+\>m ﬁ_/—Rl
[ N— Step 28
SN\l | e
)n O
R34
37
R33
Ry
_ >< = =
—_—
||
|+/ 0O V¥
Rag
(38)
Y Ry
- |+\>m R,
N_
<~/ \./ |
R,—X N | kO R
Rag
Formula XII

Step 28 is a reaction of a ketal-alkylenesulfonamide
derivative (37) with an electrophilic reagent such as an alkyl
halide or NFSI (N-fluorodibenzenesulfonimide) in an appro-
priate solvent such as tetrahydrofuran in the presence of a
base such as n-butyllithium or lithium diisopropylamide.
The reaction temperature is —78° C. to room temperature, for
example, and the reaction time is 0.5 hour to several hours.
The ketal-sulfonamide derivative (38) is isolated by a com-
mon technique and, if necessary, may be purified by crys-
tallization or chromatography. In this reaction, one or two
substituents are introduced onto the carbon atom adjacent to
the sulfonyl group, and the equivalents of the base are
controlled according to need. In the introduction of two
substituents, two substituents can be introduced all at once
using an excess of a base; however, it is desirable to once
obtain a compound having one substituent introduced there-
into by purification and then introduce the other substituent.
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The guanidine derivative of the general formula (1)
wherein X is a nitrogen atom (formula XIII) can be synthe-
sized through a guanidine intermediate (41).

The guanidine intermediate (41) can be synthesized from
a thiohydantoin derivative (39) through an isothiourea
derivative (40). The guanidine derivative (formula XIII) can
be synthesized from the guanidine intermediate (41) by the
reactions of Step 5 and subsequent Step 1, for example.

Scheme 20
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Formula XIIT

Step 29 is S-alkylation reaction of a thiohydantoin deriva-
tive (39). Specifically, this is a method of reacting a thio-
hydantoin derivative (39) with an alkyl halide reagent such
as methyl iodide in an appropriate solvent such as methanol
in the presence of a base such as sodium hydroxide. The
reaction temperature is room temperature to the boiling
point of the solvent, for example, and the reaction time is
several hours to 24 hours. The isothiourea derivative (40) is
isolated by a common technique and, if necessary, may be
purified by crystallization or chromatography.

Step 30 is a reaction of converting isothiourea to guani-
dine. Specifically, this is a method of reacting the isothiourea
derivative (40) with a substituted primary amine or substi-
tuted secondary amine in an appropriate solvent such as
dimethylacetamide in the presence of an acid catalyst such
as acetic acid. The reaction temperature is room temperature
to the boiling point of the solvent, for example, and the
reaction time is 0.5 hour to several hours. The guanidine
derivative (41) is isolated by a common technique and, if
necessary, may be purified by crystallization or chromatog-
raphy.

The derivative compound represented by the general
formula (2), wherein Z includes alkenylene, can be synthe-
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sized from a diolefin derivative (formula XIV) by olefin
metathesis reaction (Step 31).

Scheme 21
Ry
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HN |-<'\):I . / v Step 31
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U N | ko0
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Formula XIV
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m NN TN,
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Rag
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General formula (2)

Step 31 is a method of cyclizing a diolefin derivative
(formula XIV) using a Grubbs reagent in an appropriate
solvent such as dichloroethane. The reaction temperature is
room temperature to the boiling point of the solvent, for
example, and the reaction time is several hours to 24 hours.
The macrocyclic derivative (formula (2)) is isolated by a
common technique and, if necessary, may be purified by
crystallization or chromatography.

The derivative compound represented by the general
formula (2), wherein Z includes an amido group, can also be
synthesized from a derivative having a primary amine or
secondary amine at one end of the compound and a carbox-
ylic acid at the other end (formula XV) by amidation
reaction (Step 7).

Scheme 22
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General formula (2)
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The compound of the formula (2) is synthesized by
cyclizing a derivative having an amine and a carboxylic acid
at the ends (formula XV) using the above-described method
of Step 7.

The derivative compound represented by the general
formula (2), wherein Z includes triazole, can also be syn-
thesized from a derivative (42) having an alkyne at one end
of the compound and an azide at the other end using click
chemistry (Step 32).

Scheme 23
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General formula (2)

Step 32 is a method of reacting an azide and an alkyne in
a derivative (42) having the alkyne and the azide at the ends
in an appropriate solvent such as acetonitrile or tetrahydro-
furan in the presence of a copper catalyst such as Cul with
the addition of a base such as diisopropylethylamine or
2,6-lutidine and ascorbic acid if necessary. The reaction
temperature is room temperature to the boiling point of the
solvent, for example, and the reaction time is 1 to 24 hours.
The derivative represented by the general formula (2) is
isolated by a common technique and, if necessary, may be
purified by crystallization or chromatography.

Derivatives can be synthesized from compounds obtained
in Schemes 21, 22 and 23 by olefin hydrogenation reaction,
olefin oxidation reaction, sulfur atom oxidation reaction,
deprotection reaction of various protecting groups and the
like as necessary.

Compounds containing functional groups such as alkenyl,
amine, carboxylic acid, alkynyl and azido functional groups
at the ends, the raw materials used in Schemes 21, 22 and 23
and the like for synthesizing the general formula (2), may be
synthesized by previously introducing these functional
groups into a carboxylic acid derivative (7), a bromide
derivative (9), a styrene derivative (11), an aryl halide
derivative (21), an aldehyde derivative (24), a substituted
phenylboronic acid (34) and the like and subjecting them to
the same method as the method of manufacturing the general
formula (1), or may be synthesized by synthesizing inter-
mediates of the general formula (1), in which functional
groups such as carboxylic acid and phenol functional groups
are introduced into R, or R,, and introducing the functional
groups from these intermediates into these derivatives by an
appropriate reaction.
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If the functional groups introduced at the ends are previ-
ously introduced into a carboxylic acid derivative (7), a
bromide derivative (9), a styrene derivative (11), an aryl
halide derivative (21), an aldehyde derivative (24), a sub-
stituted phenylboronic acid (34) and the like, then these
functional groups are protected and deprotected by an appro-
priate method as necessary in a process of synthesis by the
same method as the method of manufacturing the general
formula (1).

If the functional groups introduced at the ends are intro-
duced into these derivatives by synthesizing intermediates of
the general formula (1), in which a functional group such as
carboxylic acid and phenol functional groups is introduced
into R, or R,, and introducing the functional groups from
these intermediates by an appropriate reaction, then amida-
tion, Mitsunobu reaction or the like is preferred as such an
appropriate reaction. The functional groups are protected
and deprotected by an appropriate method as necessary. For
example, to introduce alkenyl or azido into R,, amidation
reaction is performed between a compound of the general
formula (1), in which carboxylic acid is introduced into R,
and an alkylamine with alkenyl or azido bonded thereto. To
introduce alkenyl or alkynyl into R,, Mitsunobu reaction is
performed between a compound of the general formula (1),
in which phenol is introduced into R,, and an alkylamine
with alkenyl, alkynyl or a protected amine bonded thereto.
Raw materials for synthesizing the general formula (2) can
be synthesized by combining these reactions of introducing
functional groups into R, or R,.

The compound (7), compound (9), compound (11), com-
pound (21), compound (24) or compound (34) used in the
above reactions can be synthesized from known compounds
using appropriate reagents and reactions. For example, an
amino group, if present in R, or R,, may be alkylated,
acylated, carbamated, converted to ureas or sulfonamidated
from known compounds. Carboxylic acids or esters, if
present, may be amidated under general conditions. Sulfonyl
chlorides, if present, may be condensed with amines and
sulfonamidated. Alcohols, if present, may be etherified or
carbamated. Aryl halides, if present, may be coupled with
arylboric acids or aryl boronates under general Suzuki
conditions. Olefins, if present, may be reduced or converted
to diols. Thioether groups, if present, may be oxidized to
sulfoxides or sulfones. If ketones or carbonyl groups are
present, the carbon chain may be extended by Wittig reac-
tion, Horner-Wadsworth-Emmons reaction, aldol reaction or
the like. In the introduction of fluorine atoms, reagents
containing fluorine atoms may be introduced by these reac-
tions, or aldehydes, ketones or carboxylic acids may be
reacted with diethylaminosulfur trifluoride, for example.

The techniques for introducing these groups can be per-
formed with reference to March, Advanced Organic Chem-
istry, 5 Edition, John Wiley and Sons, New York; J. Med.
Chem., 2005, 48, 6066-6083; Organic Syntheses (1951), 31,
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8-11; Bioorg. Med. Chem. Lett., 2003, 13, 837-840; Chem.
Rev. 2002, 102, 1359; J. Organomet. Chem. 1999, 576, 147,
Chem. Rev. 1995, 95, 2457, for example. These groups may
be protected with protecting groups under general condi-
tions, if necessary. This can be performed with reference to
Protective Groups in Organic Synthesis, Wiley-Interscience,
for example.

Some of the compounds of the present invention are
useful not only as compounds having a PTH-like effect but
also as intermediates for the synthesis of additional com-
pounds of the present invention. For example, amines may
be alkylated, acylated, carbamated, converted to ureas, sul-
fonamidated or sulfamidated under general conditions. Car-
boxylic acid and ester moieties may be converted to amides
under general conditions. Amido groups may be converted
to thioamido groups. Olefins may be reduced or converted to
diols. Thioether groups, if present, may be oxidized to
sulfoxides or sulfones. The techniques for introducing these
groups can be performed with reference to March, Advanced
Organic Chemistry, 5 Edition, John Wiley and Sons, New
York; J. Med. Chem., 2005, 48, 6066-6083; Organic Syn-
theses (1951), 31, 8-11; Bioorg. Med. Chem. Lett., 2003, 13,
837-840, for example. Protecting groups may be deprotected
under general conditions. This can be performed with ref-
erence to Protective Groups in Organic Synthesis, Wiley-
Interscience, for example. Aryl halides may be coupled with
arylboric acids or aryl boronates under general Suzuki
conditions. This can be performed with reference to Chem.
Rev. 2002, 102, 1359; J. Organomet. Chem. 1999, 576, 147,
Chem. Rev. 1995, 95, 2457, for example.

EXAMPLES

The content of the present invention will be described in
more detail by the following examples and test example;
however, the present invention is not limited to the content
of the examples and test example. All starting materials and
reagents were obtained from commercial suppliers or syn-
thesized using known methods. 'H-NMR spectra were mea-
sured using EX270 (manufactured by JEOL), Mercury300
(manufactured by Varian), ARX-3000 (manufactured by
Bruker), ECP-400 (manufactured by JEOL) or 400-MR
(manufactured by Varian) with or without Me,Si as the
internal standard (s=singlet, d=doublet, t=triplet, brs=broad
singlet, m=multiplet). Mass spectrometry measurement was
performed using a mass spectrometer, LCQ Classic (manu-
factured by Thermo Electron), ZQ2000 (manufactured by
Waters), 3100 (manufactured by Waters), ZMD4000 (manu-
factured by Waters), SQD (manufactured by Waters) or 2020
(manufactured by Shimazu). Microwave irradiation was
performed using Initiator™ (manufactured by Biotage). In
LCMS and HPLC, measurement of the retention time and
mass spectrometry were performed by the following appa-
ratuses and analysis conditions.

TABLE 1

LCMS, Column Column
HPLC (I.D. x length) temperature
condition No.  Apparatus (mm) Mobile phase Gradient (A/B) Flow rate (° C.) Wavelength
LCMS- Agilent 1100/ Cadenza CD-C18 A) 0.05% TFA,  95/5 => 1.5 35 210-400 nm
A-1 LCQ Classic 3 um H20 0/100 (3.5 min)  mL/min PDA total

(3.0 x 30) B) 0.05% TFA,  0/100 (1 min)

MeCN

LCMS- Agilent 1100/ Cadenza CD-C18 A) 0.05% TFA,  95/5 => 1.0 35 210-400 nm
A-2 LCQ Classic 3 um H20 0/100 (9.5 min)  mL/min PDA total

(3.0 x 30) B) 0.05% TFA,  0/100 (2.5 min)

MeC

N
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TABLE 1-continued
LCMS, Column Column
HPLC (I.D. x length) temperature
condition No.  Apparatus (mm) Mobile phase Gradient (A/B) Flow rate (° C.) Wavelength
LCMS- Alliance 2795 HT/  Cadenza CD-C18 A) 0.05% TFA,  95/5 => 1.5 35 210-400 nm
B-1 996 PDA/ 3 um H20 0/100 (3.5 min)  mL/min PDA total
ZMDA4000 (3.0 x 30) B) 0.05% TFA,  0/100 (1 min)
MeCN
LCMS- 2525 BGM/ Chromolith Flash A) 10 mM 95/5 => 2.0 Room 210-400 nm
C-1 2996 PDA/ RP-18e AcONH4, H20  0/100 (3 min) mL/min temperature  PDA total
ZQ2000 (4.6 x 25) B) MeOH 0/100 (2 min)
LCMS- 2525 BGM/ Chromolith Flash A) 10 mM 95/5 => 2.0 Room 210-400 nm
C-2 2996 PDA/ RP-18e AcONH4, H20  0/100 (3 min) mL/min temperature  PDA total
ZQ2000 (4.6 x 25) B) MeOH 0/100 (2 min)
LCMS- 2525 BGM/ Chromolith Flash A) 10 mM 50/50 => 2.0 Room 210-400 nm
C-3 2996 PDA/ RP-18e AcONH4, H20  0/100 (3 min) mL/min temperature  PDA total
ZQ2000 (4.6 x 25) B) MeOH 0/100 (2 min)
LCMS- 2545 BGM/ SunfireTM C18  A) 0.05% TFA,  90/10 => 4.0 25 210-400 nm
D-1 2996 PDA/ 5 um H20 10/90 (5 min) mL/min PDA total
3100 (4.6 x 50) B) 0.05% TFA,
MeCN
LCMS- Agilent 1100 Waters X- Bridge A) 0.01% NH3, 95/5 => 1.2 40 190-400 nm
E-1 C18 H20 5/95 (5 min) mL/min PDA total
5 um B) 0.01% NH3,
(2.1 x 50) MeCN
LCMS- Alliance 2795/ Waters X- Bridge A) 0.1% 95/5 => 1.2 40 190-400 nm
E-2 ZQ2000 C18 TFA, H20 35/65 (5 min) mL/min PDA total
5 um B) 0.1% TFA,
(2.1 x 50) MeCN
LCMS- Alliance 2795/ Waters X- Bridge A) 0.1% 95/5 (0 min) => 1.2 45 190-400 nm
E-3 ZQ2000 C18 TFA, H20 95/5 (0.5 min) => mL/min PDA total
5 um B) 0.1% TFA, 5/95 (5 min)
(2.1 x 50) MeCN
LCMS- Alliance 2795/ Waters X- Bridge A) 0.1% 95/5 (0 min) => 1.2 45 190-400 nm
E-4 ZQ2000 C18 TFA, H20 95/5 (0.5 min) => mL/min PDA total
5 um B) 0.1% TFA, 5/95 (5 min)
(2.1 x 50) MeCN
LCMS- Alliance 2795/ Waters X- Bridge A) 0.01% NH3, 95/5 (0 min) => 1.2 45 190-400 nm
E-5 ZQ2000 C18 H20 95/5 (0.5 min) => mL/min PDA total
5 um B) 0.01% NH3,  35/65 (5 min) =>
(2.1 x 50) MeCN 5/95 (5.5 min)
LCMS- Alliance 2795/ Waters X- Bridge A) 0.1% TFA, 95/5 => 1.2 40 190-400 nm
E-6 ZQ2000 C18 H20 5/95 (5 min) mL/min PDA total
5 um B) 0.1% TFA,
(2.1 x 50) MeCN
LCMS- Alliance 2795/ Waters X- Bridge A) 0.1% TFA, 95/5 (0 min) => 1.2 45 190-400 nm
E-7 ZQ2000 C18 H20 95/5 (3 min) mL/min PDA total
3.5 um B) 0.1% TFA,
(2.1 x 50) MeCN
LCMS- Alliance 2795/ Waters X- Bridge A) 0.1% TFA, 95/5 (0 min) => 1.2 45 190-400 nm
E-8 ZQ2000 C18 H20 95/5 (0.5 min)=> mL/min PDA total
5 um B) 0.1% TFA, 35/65 (5 min) =>
(2.1 x 50) MeCN 5/95 (5.5 min)
LCMS- Acquity/ Ascentis Express  A) 10 mM 95/5 => 1.0 35 210-400 nm
F-1 SQD C18 AcONH4, H20  0/100 (1 min) mL/min PDA total
(2.1 x 50) B) MeOH 0/100 (0.4 min)
LCMS- Acquity/ Ascentis Express  A) 0.1% 95/5 => 1.0 35 210-400 nm
F-2 SQD C18 HCO2H, H20 0/100 (1 min) mL/min PDA total
(2.1 x 50) B) 0.1% 0/100 (0.4 min)
HCO2H, MeCN
LCMS- UFLC XR/2020 Acquity A) 0.1% TFA, 95/5 => 1.0 35 305 nm,
G-1 (2.1 x 50) H20 0/100 (1.5 min)  mL/min bandwidth
B) 0.1% TFA, 0/100 (0.5 min) 95 nm
MeCN
HPLC- LC-2010A YMC-ODSA A) 0.1% TFA, 90/20 => 1.0 25 UV 254, 225
A-l (SHIMAZU) (6.0 x 150) H20 10/80 (40 min) mL/min nm
B) 0.1% TFA,
MeCN
HPLC- LC-2010A YMC-ODSA A) 0.1% TFA, 90/30 => 1.0 25 UV 254, 225
A2 (SHIMAZU) (6.0 x 150) H20 10/70 (40 min) mL/min nm
B) 0.1% TFA,
MeCN
HPLC- LC-2010A YMC-ODSA A) 0.1% TFA, 90/10 => 1.0 25 UV 254, 225
A3 (SHIMAZU) (6.0 x 150) H20 10/90 (25 min) mL/min nm

B) 0.1% TFA,
MeCN
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Example 1

8-(3-Chloro-benzenesulfonyl)-2-cyclohexyl-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one (Compound 1)

Reaction 1-1
Cl

K,CO;
—_—
CHCL—1L,0

Cl

Potassium carbonate (13.96 g, 101.1 mmol) and 3-chlo-
robenzenesulfonyl chloride were continuously added to a
two-phase solution of 4-piperidone hydrochloride hydrate
(6.06 g, 39.48 mmol) in chloroform (47.4 mL) and water
(47.4 mL), and the mixture was stirred at room temperature.
A saturated aqueous sodium bicarbonate solution was added,
and the organic layer and the aqueous layer were separated.
The aqueous layer was then further extracted with dichlo-
romethane. The organic layers were combined, dried over
anhydrous sodium sulfate and then concentrated under
reduced pressure. The resulting solid was washed with
n-hexane and then collected by filtration and dried under
reduced pressure to give 1-(3-chloro-benzenesulfonyl)-pip-
eridin-4-one as a white solid (10.5 g, 97%).

'H-NMR (300 MHz, CDCl,) § 2.55 (4H, t, J=6.3 Hz),
3.42 (4H, t, J=6.0 Hz), 7.48 (1H, t, J=8.0 Hz), 7.58 (1H, dt,
J=8.0, 1.7 Hz), 7.67 (1H, dt, J=7.7, 1.7 Hz), 7.77 (1H, t,
J=1.9 Hz).

Reaction 1-2
Cl

0
I NaCN, NHLCI
0 N_ﬁ aq. NI;—DMTE
0
NC (ﬁ
><:/\N_ﬁ
N o

Ammonium chloride (790 mg, 14.77 mmol) and a 28%
aqueous ammonia solution (2.2 m[) were added to a solu-
tion of 1-(3-chloro-benzenesulfonyl)-piperidin-4-one (3.11
g, 11.36 mmol) in dimethylformamide (15 mL), and the
mixture was stirred at room temperature for one hour.
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Thereafter, sodium cyanide (724 mg, 14.77 mmol) was

added, and the mixture was further stirred for 17 hours and
then quenched with a saturated aqueous sodium carbonate
solution. The organic layer and the aqueous layer were
separated, and the aqueous layer was then further extracted
with ethyl acetate:n-hexane (4:1). The organic layers were
combined, washed with water (x4), and then dried over
anhydrous sodium sulfate and concentrated under reduced
pressure. The residue was purified by silica gel column
chromatography (n-hexane:ethyl acetate=1:3) to give
4-amino-1-(3-chloro-benzenesulfonyl)-piperidine-4-carbo-
nitrile as a white solid (2.41 g, 71%).

'"H-NMR (300 MHz, CDCl,) 8 1.75 (2H, s), 1.80-1.90
(2H, m), 2.11-2.14 (2H, m), 2.87-2.96 (2H, m), 3.54-3.62
(2H, m), 7.47 (1H, t, J=8.1 Hz), 7.58-7.66 (2H, m), 7.75 (1H,
t, J=1.8 Hz).

Reaction 1-3

0
Cl
Cl
NC O
” le
N_ﬁ NayCO;
HN CHCl3,—H,0
1d

Cl

NC ﬁ

y X

N 0

1f

A solution of cyclohexanecarbonyl chloride (118 ulL,
0.880 mmol) in chloroform (0.25 mL.) was added to a mixed
solution of 4-amino-1-(3-chloro-benzenesulfonyl)-piperi-
dine-4-carbonitrile (120 mg, 0.400 mmol) in chloroform
(1.25 mL) and a saturated aqueous sodium carbonate solu-
tion (1.25 mL), and the mixture was vigorously stirred at
room temperature for 16 hours. Cyclohexanecarbonyl chlo-
ride (51 plL) was further added and the mixture was stirred
for 2.5 hours. The organic layer and the aqueous layer were
then separated, and the aqueous layer was further extracted
with chloroform. The organic layers were combined, dried
over anhydrous sodium sulfate and then concentrated under
reduced pressure. The residue was washed with n-hexane to
give cyclohexanecarboxylic[1-(3-chloro-benzenesulfonyl)-
4-cyano-piperidin-4-yl]-amide as a white solid. This was
used in the next step without further purification.

'H-NMR (300 MHz, CDCl,) § 1.20-1.96 (14H, m),
2.04-2.14 (1H, m), 2.55 (2H, brd, J=13 Hz), 2.76-2.87 (2H,
m), 5.58 (1H, s), 7.51 (1H, t, J=7.9 Hz), 7.60-7.66 (2H, m),
7.75 (1H, t, I=1.8 Hz). MS (ESI) m/z=410 (M+H)+.
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A 6 M aqueous sodium hydroxide solution (0.74 mL) and
(Reaction 1-4) a 30% aqueous hydrogen peroxide solution (0.25 mL.) were
a added to a solution of cyclohexanecarboxylic[1-(3-chloro-
benzenesulfonyl)-4-cyano-piperidin-4-yl]-amide (100 mg,
NG (|)| 5 0.244 mmol) in ethanol (1.60 mL), and the mixture was
>©N—S heated under reflux for 4.5 hours. The reaction mixture was
N (l)l aq. Ho0, cooled to room temperature and water was then added,
H N NaOH followed by concentration under reduced pressure. The
EtOH 0 residue was neutralized with a saturated aqueous ammonium

chloride solution, followed by extraction with dichlorometh-
ane. The organic layer was dried over anhydrous sodium
i sulfate and concentrated under reduced pressure. The resi-
o al due was purified by silica gel column chromatography
(dichloromethane:methanol=90:10) to give 8-(3-chloro-ben-
zenesulfonyl)-2-cyclohexyl-1,3,8-triaza-spiro[4.5]dec-1-en-
N—§ 4-one as a white solid (52 mg, 52%).
=\ (ll '"H-NMR (270 MHz, CDCl,) 8 1.13-1.40 (7H, m), 1.54-
1.75 (7H, m), 2.22-2.30 (1H, m), 2.72-2.80 (2H, m), 3.53-
3.59 (2H, m), 7.67-7.85 (4H, m), 10.80 (1H, s). MS (ESI)
20 m/z=410 (M+H)+.

Compound 1 The example compounds shown below were synthesized
by operations similar to those in Example 1 using appropri-

ate reagents and starting materials.

15

TABLE 2

LCMS or HPLC Retention
Compound Structure condition time (min) MS (m/z)

2 [¢) LCMS-A-1 1.92 405 (M + H)+

z,
O=tL=O

LCMS-A-1 1.9 370 (M + H)+
(0]
N Il
N—=S
/\)\N ”

4 0 Cl

Cl
Cl
O
N I
N—=S
~y I
(@]
ClL
Cl

LCMS-A-1 1.87 370 (M + H)+

LCMS-A-1 2.32 434 (M + H)+
O
N I
N—=S
~y I
(@]

LCMS-A-1 2.65 438 (M + H)+

N
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TABLE 2-continued
LCMS or HPLC Retention
Compound Structure condition time (min) MS (m/z)
7 O LCMS-A-1 2.22 418 (M + H)+
O,
N \\S/O
T
Cl
8 LCMS-A-1 1.79 342 M + Hy+
O,
N (0]
)\ _\\S/
Sy
N
10 LCMS-C-1 2.82 480 (M + H)+
HN O\\ (0]
NZ
T
N
11 LCMS-C-1 2.66 418 (M + H)+
I
N (0]
=z
N—sZ
T
N
12 (0] LCMS-C-1 2.89 472 (M + Hy+
I
N (0]
=
N—sZ
o
N
F Cl
F
F
13 F (0] LCMS-A-1 2.82 488 (M + H)+
F F (ﬁ
N (0]
=
N—sZ
O .
N
Cl
14 LCMS-C-1 2.86 424 (M + Hy+
I
N (0]
=
N—sZ
oy

Cl
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TABLE 2-continued

LCMS or HPLC Retention
Compound Structure condition time (min) MS (m/z)

15 O LCMS-A-1 1.84 453 (M + H)+

Cl

0
16 0 LCMS-A-1 197 384 (M + Hy+
I
N 0
=
N—sZ
S
N
cl
17 0 LCMS-C-1 281 478 (M + Hy
I
N 0
=
N—sZ
S
N
. cl
F
F
18 0 LCMS-C-1 2.8 511 (M + H)+
I
0 N 0
N—sZ
S
0 N N
cl
19 0 LCMS-A-1 222 424 (M + Hye
I
N 0
Z
N—sZ
S
N
cl
20 0 LCMS-C-1 278 424 (M + Hy
I
N 0
N—sZ
S
N
cl

21 O LCMS-C-1 3.1 452 (M + H)+



US 9,487,517 B2
145 146
TABLE 2-continued

LCMS or HPLC Retention

Compound Structure condition time (min) MS (m/z)
22 O LCMS-C-1 2.76 422 (M + Hy+
I
O
P
N—sZ
i

23 O LCMS-C-1 2.74 422 (M + Hy+

[ }as]
//—Z
z,
'z,
tL:O
o8
@]
@]

an] [TITPH

24 0 LCMS-C-1 247 440 (M + Hy
I
N 0
P
N—sZ
S
N
\O
25 0 LCMS-C-1 245 440 (M + Hy
I
N 0
=
N—SZ
T
N
cl
\O\\“"
26 0 LCMS-C-1 314 466 (M + Hy
I
N 0
=z
N—SZ
S
N
cl
27 0 LCMS-C-1 261 442 (M + Hye
I
N 0
N—s7
S
N
28 0 LCMS-C-1 281 424 (M + Hy
I
N 0
=
N—sZ
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TABLE 2-continued

LCMS or HPLC Retention

Compound Structure condition time (min) MS (m/z)
29 O LCMS-C-1 2.65 432 (M + Hy+
I
N (0]
=
N—sZ
Sy
N
Cl
30 (0] LCMS-A-1 2.4 438 (M + H)+
I
N (0]
=
N—sZ
T
N
31 O LCMS-A-1 2.79 472 (M + Hy+
I
F N (0]
=
F N—sZ
ey
F N
Cl
32 O LCMS-C-1 2.3 482 (M + H)+
I
o 0 N 0
\/ N—SZ
S T
v N
Cl
33 O LCMS-C-1 3.08 486 (M + H)+
I
N (0]
=z
N—sZ
——
N
34 O LCMS-C-1 2.87 482 (M + H)+
I
N (0]
=
N—sZ




US 9,487,517 B2

149
Example 2

8-(2-Naphthalen-1-yl-ethanesulfonyl)-2-(3-trifluo-
romethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one (Compound 35)

Reaction 2-1

HCl
(6] NH +

I
K>CO3
Cl_ﬁ CHCL—H,0
0
2
0
I
0 N—S
: O
0
2¢

1-(2-Naphthalen-1-yl-ethanesulfonyl)-piperidin-4-one
was synthesized by the procedure described in Reaction 1-1
of Example 1 using 2-naphthalen-1-yl-ethanesulfonyl chlo-
ride as a reagent.

MS (BST) m/z=318 (M+H)+.

Reaction 2-2
I O
1) aq. NI, NILCI
OECN_ﬁ THE— CI,CN
g 2) NaCN

2c
N
N )
N—=S

H,N

2d

4-Amino-1-(2-naphthalen-1-yl-ethanesulfonyl)-piperi-
dine-4-carbonitrile was synthesized by operations similar to
those in Reaction 1-2 of Example 1 using THF-CH,CN as
a solvent and using appropriate reagents and starting mate-
rial.

MS (BST) m/z=344 (M+H)+.
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Reaction 2-3
F (¢]
F Cl
N,
\VauaW,
N_ﬁ 2e
EgN
HoN 3
2d
N
A 0
|
O, N—ﬁ
N
F
F

2f

3-Trifluoromethyl-benzoyl chloride (57 pl., 0.378 mmol)
was added to a solution of 4-amino-1-(2-naphthalen-1-yl-
ethanesulfonyl)-piperidine-4-carbonitrile (100 mg, 0.291
mmol) and Et;N (61 pL.) in CH,Cl, (3 mL). The reaction
mixture was stirred at room temperature for four hours and
then diluted with CH,Cl,, and the organic layer was washed
with water. The organic layer was dried over anhydrous
sodium sulfate and then concentrated under reduced pres-
sure. The residue was used in the next step without further
purification.

MS (ESI) m/z=516 (M+H)+.

Reaction 2-4

§
F )

aq. H202
B ———

6N NaOH
EtOH

0
0
F HN I

F N—S O

o

o
Z,
mzf{
z,
=KL=O

Compound 35

8-(2-Naphthalen-1-yl-ethanesulfonyl)-2-(3-trifluorom-
ethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one was
synthesized by operations similar to those in Reaction 1-4 of
Example 1 using appropriate reagents and starting material.

'"H-NMR (400 MHz, CDCl,) § 1.65-1.75 (2H, m), 2.07-
2.16 (2H, m), 3.32-3.38 (2H, m), 3.42-3.55 (2H, m), 3.63-
3.70 (2H, m), 3.82-3.90 (2H, m), 7.40-7.47 (2H, m), 7.50-
7.55 (1H, m), 7.56-7.65 (2H, m), 7.77-7.7.82 (2H, m), 7.90
(1H, d, J=4.0 Hz), 8.02-8.10 (2H, m), 8.18 (1H, s); MS (ESI)
m/z=516 (M+H)+.
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The example compounds shown below were synthesized
by operations similar to those in Example 2 using appropri-

ate reagents and starting materials.

TABLE 3

152
stirred at room temperature overnight. Ethyl acetate was

added to the reaction solution, and the organic layer was then
sequentially washed with 1 N NaOH, water and saturated

Compound Structure

LCMS or HPLC Retention
condition time (min) MS (m/z)

36 Q LCMS-A-1 224 428 (M + Hy+
O Q
X
0

N
N—S
~y I
O

37 Q LCMS-A-1 2.55 522 (M + Hy+
2 Q
N
N—
—
N

S
0
o]

Example 3
3-[8-(2-Naphthalen-1-yl-ethanesulfonyl)-4-oxo0-1,3,

8-triaza-spiro[4.5]dec-1-en-2-yl]-piperidine-1-car-
boxylic acid tert-butyl ester (Compound 38)

Reaction 3-1

N,N-dimethylaminopyridine
DMF

N,

%O%d&

3b

DCC (1.3 eq) and DMAP (5 mol %) were added to a
mixture of 4-amino-1-(2-naphthalen-1-yl-ethanesulfonyl)-
piperidine-4-carbonitrile and piperidine-1,3-dicarboxylic
acid 1-tert-butyl ester (1.3 eq) in DMF, and the mixture was

35

40

brine. The organic layer was dried over anhydrous sodium
sulfate and then concentrated under reduced pressure. The
residue was used in the next step without further purifica-
tion.

Reaction 3-2

—_—
O 6N NaOH
FtOH
0

e}
Z
msz
Z
==0

o

3b

Compound 38

3-[8-(2-Naphthalen-1-yl-ethanesulfonyl)-4-oxo0-1,3,8-tri-
aza-spiro[4.5]dec-1-en-2-yl]-piperidine-1-carboxylic  acid
tert-butyl ester was synthesized by operations similar to
those in Reaction 1-4 of Example 1 using appropriate
reagents and starting material.

MS (ESI) m/z=555 (M+H)+.
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Example 4

8-(2-Naphthalen-1-yl-ethanesulfonyl)-2-[ 1-(2-naph-
thalen-1-yl-ethanesulfonyl)-piperidin-3-yl1]-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one (Compound 39)

Reaction 4-1
(0]

(¢]

0 HN Il

N—=S

<~ I

O N (0]

Compound 38
0]
2 TFA o
HN ll
N—S
~ I
HN (0]
4a

Trifluoroacetic acid (10 eq) was added dropwise to a

154
(2H, m), 1.86-2.03 (3H, m), 2.63-2.71 (1H, m), 2.79-2.85
(2H, m), 2.86-3.05 (3H, m), 3.49-3.65 (3H, m), 3.65-3.76
(2H, m), 7.44 (1H, t, J=7.83 Hz), 7.50-7.55 (1H, m), 7.61
(1H, d, J=8.08 Hz), 7.71 (1H, t, J=1.77 Hz). MS (ESI)
m/z=517 (M+H)+.

O TFA
_—
O e

solution of 3-[8-(2-naphthalen-1-yl-ethanesulfonyl)-4-oxo- 30

1,3,8-triaza-spiro[4.5]dec-1-en-2-yl]|-piperidine-1-carbox-

2TFA

4da

0
0
0o O HN
O 0O
S G

ylic acid tert-butyl ester in CH,Cl,. The reaction mixture
was stirred at room temperature overnight and then concen-
trated under reduced pressure to give 8-(2-naphthalen-1-yl-
ethanesulfonyl)-2-piperidin-3-yl-1,3,8-triaza-spiro[4.5]dec-
1-en-4-one ditrifluoroacetate as a pale yellow form (70%).

'"H-NMR (400 MHz, CD30D) 8 0.98 (3H, 1), 1.15-1.22
(1H, m), 1.44-1.52 (2H, m), 1.56-1.67 (2H, m), 1.69-1.82

Reaction 4-2

o 0
W4

Cl

0
I
N—§ b
I BN
0 CH,Cly

Compound 39

8-(2-Naphthalen-1-yl-ethanesulfonyl)-2-[ 1-(2-naphtha-

60 len-1-yl-ethanesulfonyl)-piperidin-3-yl]-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one was synthesized by operations similar
to those in Reaction 2-3 of Example 2 using appropriate
reagents and starting material.

MS (ESI) m/z=673 (M+H)+.

The example compounds shown below were synthesized
by operations similar to those in Example 3 and Example 4
using appropriate reagents and starting materials.

65
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TABLE 4
LCMS or HPLC Retention
Compound Structure condition time (min) MS (m/z)
40 0] Cl LCMS-E-2 3.76 517 M + Hy+
(¢]
0 N |
\/\S// N_ﬁ
ey
/2N N 0
41 O Cl LCMS-E-2 4.13 551 M + Hy+
I
0 N
4 N—ﬁ
S T
/N N 0
o
42 O Cl LCMS-E-2 4.11 565 (M + Hy+
(¢]
0 N Il
/ N—ﬁ
S Sy
VAN N 0
(@)
43 O LCMS-E-2 3.58 609 (M + H)+
I
Example 5 -continued

8-(4-Chloro-benzenesulfonyl)-2-(2,4-dichloro-phe-
nyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one (Com-
pound 44)

Reaction 5-1
Cl (¢]

Cl

\ )

N < cl
/ 5b
N 0

\ ELN

CH,Cl

Sa

\ :

S¢

4-Cyano-4-(2,4-dichloro-benzoylamino)-piperidine-1-
carboxylic acid tert-butyl ester was synthesized by opera-
tions similar to those in Reaction 2-3 of Example 2 using
appropriate reagents and starting material.

'H-NMR (400 MHz, CDCL,) & 1.47 (9H, s), 1.87-1.97

65 (2H, m), 2.45-2.55 (2H, m), 3.32-3.43 (2H, m), 3.90-4.05

(2H, m), 6.48 (1, brs), 7.38 (11, dd, J=8.4, 2.0 Hz), 7.45
(1H, d, ]=2.0 Hz), 7.78 (1H, d, J=8.4 Hz).

60
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Reaction 5-2

O, N
aq. H,O,
Cl e}
H 6N NaOH
EtOH
Cl

5S¢

@]
O
Cl HN
/@)\ N
oy
N o%
Cl
5d

2-(2,4-Dichloro-phenyl)-4-oxo0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-carboxylic acid tert-butyl ester was synthesized
by operations similar to those in Reaction 1-4 of Example 1

using appropriate reagents and starting material.
MS (ESI) m/z=490 (M+H)+.

Reaction 5-3
@]
Cl HN Y
S~y N < /  4NHCl-dioxane
o \ CH,Cl,
ClL
5d
@]
ClL HN
NH
S
N
2HCL
ClL
Se

4 N HCl-dioxane (20 ml, 80 mmol) was added to a
solution of 2-(2,4-dichloro-phenyl)-4-oxo-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-carboxylic acid tert-butyl ester (3.11 g,
7.81 mmol) in CH,Cl, (60 mL), and the mixture was stirred
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at room temperature for four hours. The reaction mixture
was diluted with CH,Cl,-hexane, and the precipitated solid
was then filtered. The resulting solid was washed with ethyl
acetate and then dried under reduced pressure to give
2-(2,4-dichloro-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one dihydrochloride (3.18 g) as a colorless solid.

MS (ESI) m/z=298 (M+H)+.

Reaction 5-4

D}N
Cl

2HCI CHCl,
Se
¢}
e}
cl  HN Il
N—=S Cl
~ I
¢}
Cl
Compound 44

Triethylamine (88 pl, 0.632 mmol) and 4-chlorobenzene-
sulfonyl chloride (70 mg, 0.332 mmol) were added to a
mixed solution of 2-(2,4-dichloro-phenyl)-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one dihydrochloride (100 mg, 0.299 mmol)
in dichloromethane (3 ml). The reaction solution was stirred
at room temperature for 16 hours and then diluted with
dichloromethane, and the organic layer was washed with
water. The organic layer was dried over sodium sulfate and
then concentrated under reduced pressure. The resulting
residue was purified by silica gel column chromatography
(ethyl acetate:hexane) to give 8-(4-chloro-benzenesulfonyl)-
2-(2,4-dichloro-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-
one (70.8 mg, 96%).

'H-NMR (400 MHz, DMSO-d6) & 1.57-1.67 (2H, m),
1.85-1.95 (2H, m), 2.74-2.83 (2H, m), 3.64-3.72 (2H, m),
7.57-7.60 (1H, m), 7.61-7.65 (1H, m), 7.75-7.79 (2H, m),
7.81-7.86 (3H, m), 11.5 (1H, brs). MS (ESI) m/z=472
(M+H)+.

The example compounds shown below were synthesized

by operations similar to those in Example 5 using appropri-

ate reagents and starting materials.
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TABLE 5
LCMS or HPLC Retention
Compound Structure condition time (min) MS (m/z)
45 LCMS-C-3 4.59 468, 470
M + H)+
O
Cl N

46 0 LOMS-A-1 245 418 (M + Hy
N /_/7
—s

47 Q LCMS-A-1 2.94 516 M + H)+
O Q

Cl N
N—S
= ||§O
N 0
Cl
Example 6 45 -continued
. T O N

2-(2,4-Dichloro-phenyl)-8-(quinoline-8-sulfonyl)-1, o \ /

3,8-triaza-spiro[4.5]dec-1-en-4-one (Compound 48) Ccl  HN Il

50 N—=S

~y I

Reaction 6-1 Cl
_ 55 Compound 48
N
o \ 7/
2-(2,4-Dichloro-phenyl)-8-(quinoline-8-sulfonyl)-1,3,8-
O Cl_ﬁ triaza-spiro[4.5]dec-1-en-4-one was synthesized by opera-
ol HN o) 60 tions similar to those in Reaction 4-2 of Example 4 using
g NH 6a appropriate reagents and starting material and using pyridine
N - Py as a base and solvent.

MS (ESI) m/z=490 (M+H)+.

65  The example compounds shown below were synthesized
by operations similar to those in Example 6 using appropri-
ate reagents and starting materials.

Cl
Se
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TABLE 6
LCMS or HPLC Retention
Compound Structure condition time (min) MS (m/z)
49 0] Cl LCMS-C-1 9.77 490 M + H)+
(€]
Cl HN Il
N—S F
~y I
Cl
50 0] Cl LCMS-C-1 9.57 472 M + H)+
(€]
cl HN Il
N—=S
~y I
Cl
Example 7 2-Cyclohexyl-4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-

2-(2-Cyclohexyl-4-oxo0-1,3,8-triaza-spiro[4.5]dec-1-
ene-8-sulfonyl)-benzoic acid methyl ester (Com-
pound 51)

Reaction 7-1

Ta

7o

carboxylic acid tert-butyl ester was synthesized by opera-
tions similar to those in Reaction 5-1 and Reaction 5-2 of
30 Example 5 using appropriate reagents and starting material.

MS (ESI) m/z=358 (M+Na)+.

35 Reaction 7-2
O
O
HN
N TFA
—_—
40 ==y 9 < CH,Cl,
b
45 O
HN
NH
T
N
30 2TFA
Te

55

Trifluoroacetic acid (20 ml) was added to a solution of
2-cyclohexyl-4-oxo0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-car-
boxylic acid tert-butyl ester (4.43 g, 13.2 mmol) in dichlo-
romethane, and the mixture was stirred at room temperature
for five hours. The reaction mixture was concentrated under
reduced pressure, and the residue was then triturated with
CH,Cl,. The resulting solid was collected by filtration and
dried under reduced pressure to give 2-cyclohexyl-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one ditrifluoroacetate (5.66 g,
92%).

MS (ESI) m/z=236 (M+H)+.

65
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-continued
OMe
Reaction 7-3
@] O
OMe o
0 5 HN [l
N—=S
i >~ |
| N o
Cl—S
7 |
o~ o 10
7d
NI — Compound 51
t
=y CH3c1 2-(2-Cyclohexyl-4-ox0-1,3,8-triaza-spiro[4.5]dec-1-ene-
212 . . .
2TFA 8-sulfonyl)-benzoic acid methyl ester was synthesized by

operations similar to those in Reaction 5-4 of Example 5
using appropriate reagents and starting material.
7o MS (ESI) m/z=434 (M+H)+.
The example compounds shown below were synthesized
by operations similar to those in Example 7 using appropri-
ate reagents and starting materials.

TABLE 7
LCMS or HPLC Retention
Compound Structure condition time (min) MS (m/z)
52 LCMS-E-1 3.584 458 (M + H)+
O
N | \T
N—=S
e (@]
. I\
53 O LCMS-E-1 3.587 433 (M + H)+
I
N S
N—=S /
~, I
e}
54 (0] LCMS-E-1 3.727 433 (M + H)+
e}
S
1 -
~y I\
e}
55 (0] LCMS-E-1 3.585 416 (M + H)+
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TABLE 7-continued

LCMS or HPLC Retention

Compound Structure condition time (min) MS (m/z)
56 O LCMS-E-1 3.143 382 (M + H)+
S
N Il |
~y I\
e}
57 O LCMS-E-1 3.604 427 M + H)+

58 (0] LCMS-E-2 1.22 411 (M + H)+

59 0 LCMS-E-1 3.065 396 (M + H)+
I
N 0
N—§ / |
~x I \e=N
60 0 LCMS-E-1 3141 434 (M + Hy+
N ll
N—§ 0
~x I >
0
0
61 0 LCMS-E-1 3782 454 (M + H)+
N Il

N—S
(6]

62 O LCMS-C-1 235 440 (M + H)+
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TABLE 7-continued
LCMS or HPLC Retention
Compound Structure condition time (min) MS (m/z)
63 O LCMS-C-1 2.64 454 (M + H)+
I
N O
=
N—sZ
S
N S
O\
64 \p/ LCMS-A-1 2.00 470 M + H)+
N— S
~y I
O
LCMS-C-2 2.13 461 (M + H)+
I
N— ﬁAG
O
Example 8 -continued
35
. . (@]
8-(5-Chloro-thiophene-2-sulfonyl)-2-(3-trifluorom- 1 5 c
ethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one o Cl_ﬁ \ |
(Compound 66) O
F HN 8e
Reaction 8-1 40 F NH
<y EuN
F
. F O 2HCI CH,Cl,
N\ F Cl 8¢
\ O 45
N
HN (@] / 2
2. \ O
EuN
CHyCls 0 S cl
5a 0 F HN Il
N F. N—S |
\ 0 ~y I\
( aq. 0, F 0O
@] N —_—
6N NaOH
N o EtOH
K 33 Compound 66
F

F

O .
4N HCl-dioxane

8b
0
F HN
—_—
F ~ N MeOH
F N 0
8¢

65

8-(5-Chloro-thiophene-2-sulfonyl)-2-(3-triffuoromethyl-
phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one was synthe-
sized by operations similar to those in Example 5 using
appropriate reagents and starting material.

MS (ESI) m/z=478 (M+H)+.
The example compounds shown below were synthesized

by operations similar to those in Example 8 using appropri-
ate reagents and starting materials.
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TABLE 8
LCMS or HPLC Retention
Compound Structure condition time (min) MS (m/z)
67 O LCMS-C-1 2.90 488 (M + H)+
O Q
F N
F N—S
S // \O
F N 0
68 LCMS-C-1 2.92 494 M + H)+
O S
F N
F o
F N 0
69 O LCMS-C-2 2.38 523 (M + Hy+
O Br
S
¥ LT
T
. R
F F
F
40
Example 9 -continued
8-(3-Chloro-benzenesulfonyl)-2-cyclohexyl-1,3,8- o
triaza-spiro[4.6]undec-1-en-4-one (Compound 70)
45 NC N
(@) (@]
aq. H,O,
N —_—
Reaction 9-1 H 6N NaOH
EtOH
@]
50
N NaCN, NH,Cl
O O MeOH 9
C
a 55
O
o O
“ PY J<
HN N O
0 60 TFA
e ——
T
e N/( le N CH,Cls
0 EN
H,N CH,Cl,
65
ob 9d
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-continued
ClL
O
P Il
Cl—S
HN NH Il
(@]
=y BN
CH,Cl,
2TFA
e
(@)
O
\\S ClL
HN N\
@]
Sy
N
Compound 70

8-(3-Chloro-benzenesulfonyl)-2-cyclohexyl-1,3,8-triaza-
spiro[4.6]undec-1-en-4-one was synthesized by operations
similar to those in Reaction 1-2 of Example 1 and Example
7 using appropriate reagents and starting material.

MS (ESI) m/z=424 (M+H)+.

The example compounds shown below were synthesized
by operations similar to those in Example 9 using appropri-
ate reagents and starting materials.

10

25

30

35
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Example 10

4-{2-[2-(2,4-Dichloro-phenyl)-4-oxo-1,3,8-triaza-

spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N N-trim-
ethyl-benzamide (Compound 73)

Reaction 10-1

O, O, /
OH N
aq. Me,NH \
DMT—MM
EtOH
Br Me Br
10a 10b

4-(4,6-Dimethoxy-1,3,5-triazin-2-yl)-4-methylmorpho-
linium chloride n-hydrate (n=about 2.7) (2.42 g, 7.53 mmol)
was added to a mixture of 4-bromo-3-methylbenzoic acid
(1.58 g, 7.37 mmol), EtOH (26 ml) and a 40% aqueous
dimethylamine solution (0.75 ml, 7.4 mmol), and the mix-
ture was stirred at room temperature for 24 hours. The
reaction mixture was concentrated under reduced pressure,
and the resulting residue was then dissolved in ethyl acetate.
The organic layer was washed with water, and then dried
over MgSO, and concentrated under reduced pressure. The
resulting residue was purified by silica gel column chroma-
tography (hexane/ethyl acetate=2/1) to give 4-bromo-3,N,
N-trimethyl-benzamide as a colorless solid (1.16 g, 65%).

'H-NMR (300 MHz) (CDCl,) § 2.42 (3H, s), 2.98 (3H, br
s),3.10 (3H, brs), 7.08 (1H, dd, J=8.4 and 2.1 Hz), 7.30 (1H,
d, J=2.1 Hz), 7.55 (1H, d, J=8.4 Hz). MS (ESI) m/z=243
(M+H)+.

TABLE 9
LCMS or HPLC Retention
Compound Structure condition time (min) MS (m/z)
71 0 LCMS-E-2 2.78 410 (M + H)+
N
oy
N N
\840
=
o%
Cl
72 0 LCMS-E-2 2.81 396 (M + H)+
N
N //O
S
N N cl
/
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Reaction 10-2

BF;K 9

\ 7/

N S NMe,
\ PdCl, (10 mol %)
PhsP (30 mol %)
CS2C03
THF—H,0
Br — Me
10b 10c

A mixture of 4-bromo-3,N,N-trimethyl-benzamide (798
mg, 3.30 mmol), potassium vinyltrifluoroborate (579 mg,
4.32 mmol), PdCl, (59.0 mg, 0.333 mmol), PPh, (265 mg,
1.01 mmol) and Cs,CO; (3.22 g, 9.90 mmol) in THF (6.5
ml)-H,O (0.65 ml) was heated with stirring at 85° C. for 21
hours in a sealed test tube in an N, atmosphere. The reaction
mixture was cooled to room temperature and then extracted
with ether. The organic layer was washed with water, and
then dried over MgSO, and concentrated under reduced
pressure. The resulting residue was purified by silica gel
column chromatography (hexane/ethyl acetate=2/1) to give
3,N,N-trimethyl-4-vinyl-benzamide (565 mg, 90%).

'H-NMR (400 MHz) (CDCl,) 8 2.36 (3H, s), 3.00 (3H, br
s), 3.10 (3H, br s), 5.35 (1H, dd, J=11.0 and 1.0 Hz), 5.68
(1H, dd, I=17.5 and 1.0 Hz), 6.93 (1H, dd, J=17.5 and 11.0
Hz), 7.21 (1H, d, J=8.0 Hz), 7.22 (1H, s), 7.48 (1H, d, J=8.0
Hz). MS (ESD) m/z=190 (M+H)+.

Reaction 10-3
N\ ./
N
\ Ph;SiSH
AIBN (30 mol%)
—_—
toluene

10¢c

10d

A mixture of 3,N,N-trimethyl-4-vinyl-benzamide (706
mg, 3.73 mmol), triphenylsilanethiol (1.76 g, 6.00 mmol)
and AIBN (185 mg, 1.13 mmol) in toluene (16 ml) was
heated with stirring at 88° C. for two hours in a sealed test
tube in an N, atmosphere. The reaction mixture was cooled
to room temperature and then concentrated under reduced
pressure. The resulting residue was purified by silica gel

10
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35

40

45

55

60
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column chromatography (hexane/ethyl acetate=2/1) to give
3,N,N-trimethyl-4-(2-triphenylsilanylsulfanyl-ethyl)-benz-
amide (1.24 g, 69%).

'H-NMR (400 MHz) (CDCl,) & 2.08 (3H, s), 2.61 (2H,
m), 2.75 (2H, m), 2.95 (3H, br s), 3.07 (3H, br s), 6.89 (1H,
d, J=7.8 Hz), 7.08 (1H, d, JI=7.8 Hz), 7.12 (1H, s), 7.37-7.47
(9H, m), 7.66-7.69 (6H, m). MS (ESI) m/z=482 (M+H)+.

Reaction 10-4
\ /
N
\ citric acid
K,CO3
—_—
MeOH
Me
Ph3Si—S
10d
\ /
\
HS
10e

Citric acid monohydrate (110 mg, 0.523 mmol) and
potassium carbonate (52.8 mg, 0.382 mmol) were added to
a solution of 3,N,N-trimethyl-4-(2-triphenylsilanylsulfanyl-
ethyl)-benzamide (767 mg, 1.59 mmol) in MeOH (27 ml) at
room temperature, and the mixture was stirred for one hour.
The reaction mixture was concentrated under reduced pres-
sure, and the residue was then dissolved in dichloromethane.
The organic layer was washed with water, and then dried
over MgSO,, and concentrated under reduced pressure. The
resulting residue was purified by silica gel column chroma-
tography (hexane/ethyl acetate=2/1) to give 4-(2-mercapto-
ethyl)-3,N,N-trimethyl-benzamide (351 mg, 99%).

'"H-NMR (400 MHz) (CDCI,) 8 2.33 (3H, s), 2.74 (2H, dt,
J=7.5 and 7.5 Hz), 2.94 (2H, t, J=7.5 Hz), 2.99 (3H, br s),
3.10 (3H, br s), 7.16 (1H, d, J=7.8 Hz), 7.18 (1H, d, I=7.8
Hz), 7.23 (1H, s). MS (ESI) n/z=224 (M+H)+.

Reaction 10-5

O, N/

\

SO,Cl,
KNO;

—_—

MeCN—CH,Cl,

Me

10e
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-continued o
/
\
O\S
7 o
Cl

10f

Potassium nitrate (583 mg, 5.77 mmol) was added to a
solution of 4-(2-mercapto-ethyl)-3,N,N-trimethyl-benz-
amide (514 mg, 2.30 mmol) in MeCN (23 ml) at room
temperature. The mixture was cooled to -40° C., and
sulfuryl chloride (1.68 M solution in dichloromethane, 3.46
ml, 5.81 mmol) was then added dropwise over 15 minutes.
After stirring at —40° C. to —=20° C. for 2.5 hours, the reaction
mixture was diluted with dichloromethane (80 ml) and
quenched with a saturated aqueous sodium bicarbonate
solution (20 ml). The organic layer and the aqueous layer
were separated, and the organic layer was then washed with
a saturated aqueous sodium chloride solution (30 ml), dried
over MgSO,, and concentrated under reduced pressure. The
resulting residue was purified by silica gel column chroma-
tography (hexane/ethyl acetate=1/1—+1/2) to give 2-(4-dim-
ethylcarbamoyl-2-methyl-phenyl)-ethanesulfonyl chloride
as a colorless solid (491 mg, 74%).

'H-NMR (300 MHz) (CDCL,)  2.39 (3H, s), 2.99 (3H, br
s), 3.11 (3, br s), 3.36 (2H, m), 3.83 (2H, m), 7.19 (1ML, d,
J=7.5 Hz), 7.23 (1H, dd, J=7.5 and 1.5 Hz), 7.28 (1H, d,
J=1.5 Hz). MS (BESI) m/z=290 (M+H)+.

w
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Reaction 10-6

@ﬁ‘@ﬁ:

0
/_Q N
N
A
cl

EtzN
CH,Cl,
10f
(6] O
(€]
Cl HN Il
N—S N—
\N g /
Cl
Compound 73

4-{2-[2-(2,4-Dichloro-phenyl)-4-0x0-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-ethyl}-3,N,N-trimethyl-benz-
amide was synthesized by operations similar to those in
Reaction 5-4 of Example 5 using appropriate reagents and
starting material.

MS (ESI) m/z=551 (M+H)+.

The example compounds shown below were synthesized
by operations similar to those in Example 10 using appro-
priate reagents and starting materials.

Compounds 74 to 144

TABLE 10
Com- LCMS or HPLC Retention
pound Structure condition time (min) MS (m/z)
74 0 [o) LCMS-C-2 1.57 463
(M + H)+
HN Il
N— N—
~ I
75 0 [o) LCMS-C-1 2.58 551
(M + H)+
HN Il
N—S —_—
~y I
(0]
F
F
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TABLE 10-continued
Com- LCMS or HPLC  Retention
pound Structure condition time (min) MS (m/z)
76 0 0 LCMS-C-1 2.50 503
M+ H)+
(¢]
HN l
N—=S N—
~ I
(0]
77 o (o) LCMS-C-1 2.22 475
M+ H)+
(¢]
" N Q N
~y I /N
(0]
78 o LCMS-C-1 2.13 519
M+ H)+
(0]
F HN Il
N—=S (0]
~ I
(0]
N_
P /
79 o LCMS-A-1 1.88 543
o M+ H)+
Noomy [
N—=S (0]
~ I
(0]
N_
0 /
80 0 LCMS-C-1 2.32 513
M+ H)+
HN ll
N—S O
(0) S
~ N (ll
/T
81 0 LCMS-C-1 2.50 517
M+ H)+
(¢]
HN ll
N—S O
Cl ~\ (|l
/T
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TABLE 10-continued
Com- LCMS or HPLC  Retention
pound Structure condition time (min) MS (m/z)
82 LCMS-A-1 2.72 619
M+ H)+
(¢]
HN ll
N—=S (0]
> |
(0]
/T
F
83 0 LCMS-C-1 2.23 497
M+ H)+
(¢]
HN ll
N—ﬁ N—
ey
I /
84 LCQ-01 2.01 497
M+ H)+
(¢]
HN Il
N—=S (0]
=~ |
(0]
/o
85 LCMS-C-1 2.47 585
M+ H)+
(¢]
HN ll
N—=S O
~ |
(0]
N_
Cl /
86 LCMS-C-1 2.57 551
M+ H)+
(¢]
HN ll
N—=S (0]
|
(0]
/T
87 LCMS-C-1 2.48 517
o M+ H)+
HN ll
N—S O
=~ |
(0]
/T
88 LCMS-C-1 2.43 551
o M+ H)+
HN ll
N—S (0]
~ |
(0]
N

O
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TABLE 10-continued

Com- LCMS or HPLC  Retention

pound Structure condition time (min) MS (m/z)
89 0 LCMS-C-1 2.53 535
M+ H)+
HN ll
N—S O
Cl =\ (|l
N_
P /
90 o LCMS-C-1 2.30 535
M+ H)+
e}
Cl  HN Il
N—S O
~ I
e}
N_
P /
91 0 LCMS-B-1 2.01 561
M+ H)+
e}
HN ll
N—S O
Br . ”
N 0
/T
92 0 LCMS-C-2 1.87 563
F o M+ H)+
F7LO HN ”
N—S O
° >~ |
N 0
/T
93 0 LCMS-B-1 1.97 535
M+ H)+
e}
F HN Il
N—S O
a =y (|l
/T
94 0 LCMS-C-1 2.52 599
M+ H)+
e}
HN ll
N—S O
~y I
F F 0
N_
F.
%O ’
F
95 0 LCMS-C-1 2.60 531
M + H)+

HN |

N—S O
~y i
(@]
N_
ClL /
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TABLE 10-continued
Com- LCMS or HPLC  Retention
pound Structure condition time (min) MS (m/z)
96 0 (o) LCMS-C-1 2.38 569
M+ H)+
(¢]
HN Il
N—=S N—
F. ey
A/
F
F
F
97 o LCMS-C-1 2.22 498
M+ H)+
HN I
N—=S (0]
N = ”
X N 0
N_
Y /
98 0 LCMS-C-1 2.67 551
M+ H)+
(¢]
HN Il
N—S (0]
ClL Sy
A/
N_
Cl /
99 LCMS-C-1 2.60 567
M+ H)+
100 LCMS-C-1 2.63 619
M+ H)+
LCMS-C-1 2.33 511
M+ H)+

101
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TABLE 10-continued
Com- LCMS or HPLC  Retention
pound Structure condition time (min) MS (m/z)
102 0 LCMS-C-1 2.07 518
M+ H)+
HN ll
N—=S O
~y I
— (@]
N
>/S /N
103 0 LCMS-A-1 2.02 503
M+ H)+
HN ll
N—=S (0]
~ I
(0]
/T
104 0 LCMS-A-1 2.12 557
M+ H)+
HN ll
N—=S O
Rl e O
(0]
N_
! /
F
F
105 F LCMS-C-1 2.40 567
F O (M + Hy+
> 0
F 0 HN Il
N—S (0]
~ I
(0]
/T
106 0 LCMS-C-1 2.62 567
M+ H)+
(¢]
HN |
N—= S (0]
~, I
F (0]
>l N
F O /
107 0 LCMS-C-2 1.97 569
M+ H)+
F HN Il
(0]

F
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TABLE 10-continued

LCMS or HPLC  Retention

Com-
pound Structure condition time (min) MS (m/z)
108 0 LCMS-C-1 2.65 517
M+ H)+
HN |
N—=S O
~y I
¢}
/T
109 0 LCMS-A-1 2.10 501
M+ H)+
e}
HN ll
N—II O
F. =5
N 0
/T
110 0 LCMS-A-1 1.96 561
M+ H)+
e}
//O " N Q O
N <~ I
4 N 0
/T
111 [o) LCMS-C-1 2.52 565
M+ H)+
F HN Il
F. N—S O
~y I
F e}
/T
112 [o) LCMS-C-1 2.52 565
M+ H)+
F HN Il
F. N—S O
~y I
F ¢}
/T
113 [o) LCMS-B-1 1.78 511
M+ H)+
HN l
N—S O
~y I
¢}
/T
114 (o) LCMS-B-1 1.87 515
M+ H)+
HN Il
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TABLE 10-continued
Com- LCMS or HPLC  Retention
pound Structure condition time (min) MS (m/z)
115 [o) LCMS-C-1 2.67 569
o M+ H)+
F HN Il
F N—=S (0]
~y I
F (0]
/T
F
116 0 LCMS-C-1 2.50 569
M+ H)+
F F HN Il
F N—=S (0]
~y I
F (0]
/-
117 [o) LCMS-A-1 2.12 515
o M+ H)+
HN Il
N—S (0]
~y I
(0]
N_
F /
118 [o) LCMS-C-1 2.38 549
o M+ H)+
HN I
N—S (0]
~y I
F (0]
PN N
F O /
119 [o) LCMS-C-1 2.27 514
M+ H)+
HN ll
N—=S 0]
O. S
/ | \ N (ll
N_
N P /
120 [o) LCMS-C-1 2.10 499
o M+ H)+
HN Il
N—=S (0]
N == I
RS N 0
7 N
N /
121 [o) LCMS-C-1 1.98 490
o M+ H)+
HN I
(0]
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TABLE 10-continued
Com- LCMS or HPLC  Retention
pound Structure condition time (min) MS (m/z)
122 [o) LCMS-C-1 2.05 487
M+ H)+
HN ll
N—ﬁ (0]
o
N\ N o
&/ N
~ /
123 [o) LCMS-C-1 1.95 491
M+ H)+
HN I
N—S (0]
T A
(0]
N_
© /
124 o) LCMS-C-1 2.48 547
o M+ H)+
HN ll
N—=S 0]
O\)% ”
N 0
N_
Cl /
125 [o) LCMS-C-1 2.32 531
o M+ H)+
HN l
N—S (0]
0\)% Il
N 0
N_
F /
126 0 [o) LCMS-C-1 2.72 585
M+ H)+
(¢]
F HN Il
F N—S N—
~y I
F (0]
Cl
127 o) LCMS-C-1 2.78 585
o M+ H)+
F HN Il
F N—=S (0]
~ I
F (0]
/T

Cl
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TABLE 10-continued

Com- LCMS or HPLC  Retention
pound Structure condition time (min) MS (m/z)
128 0 0 LCMS-C-1 2.42 531
M+ H)+
e}
HN ll
N—S N—
y (|l /
Cl
129 0 0 LCMS-C-1 2.42 535
M + H)+
e}
F HN [l
N—S N—
=y (|l /
Cl
130 0 LCMS-A-1 2.19 555
o M + H)+
HN ll
N—=S O
)\ =y I
O O
/T
131 0 LCMS-A-1 2.45 581
o M+ H)+
Cl HN Il
N—S O
o == Il
N 0
N_
Cl /
133 0 LCMS-C-1 2.45 531
M+ H)+
HN ll
N—S O
a =y [
/T
134 [o) LCMS-C-1 2.50 565
al M + H)+
HN |
N—=S8 O
¢}
N_
Cl /
135 [o) LCMS-C-1 2.50 565
M+ H)+
HN |
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TABLE 10-continued

Com- LCMS or HPLC  Retention
pound Structure condition time (min) MS (m/z)
136 [o) LCMS-C-2 1.68 515
o M+ H)+
F HN Il
F N—=S (0]
~y I
F (0]
/-
137 [o) LCMS-C-2 1.78 529
o M+ H)+
F HN Il
F N—= S (0]
~ I
F (0]
/o
138 [o) LCMS-C-2 1.98 543
M+ H)+
F HN Il
F N—=S (0]
~y I
F (0]
/T
139 0 0 LCMS-C-1 2.47 569
M+ H)+
(¢]
F HN Il
N—=S N—
T
N i /
F
F
F
140 0 0 LCMS-A-1 2.41 599
M+ H)+
(¢]
F HN Il
N—ﬁ N—
O o
F N 0 /
F F
141 0 0 LCMS-C-1 2.03 447
M+ H)+
(¢]
HN Il
N—=S N—
NSy I
(0]
LCMS-A-1 2.00 509

142 o o
M+ H)+
O
HN I
N—ﬁ N—
S
AN N 0
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TABLE 10-continued
Com- LCMS or HPLC  Retention
pound Structure condition time (min) MS (m/z)
143 0 0 LCMS-C-1 2.18 540
M+ H)+
(¢]
HN ll
N—ﬁ N—
e
S N o
<
N
144 0 LCMS-A-1 2.26 581
M+ H)+
F HN Il
F N— (0]
~y I
F
N_
~o /

The spiroamine reagents used in the synthesis of Com-
pounds 74 to 85 and shown below were synthesized by

operations similar to those in Reaction 7-1 and Reaction 7-2
using appropriate reagents and starting materials.

TABLE 11

Target Compound

Spiroamine reagent

Spiroamine reagent MS (m/z)

74 [o) This compound was
directly used in the next
N step (Reaction 10-6).
NH
o
N
2TFA
75 [o) 298 (M + H)+
HN
NH
e
N
F
2TFA
F
F
76 [o) 250 M + H)+
HN
NH
Sy
N
2TFA
77 [o) 222 (M + H)+
HN
NH
S
N

3TFA
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TABLE 11-continued

Spiroamine reagent

Target Compound Spiroamine reagent MS (m/z)
78 0 266 (M + H)+
F HN
NH
T
N
3TFA
F
79 [o) 290 (M + H)+
o oy
NH
S
N
2TFA
(6]
80 0 260 (M + H)+
HN
NH
O e
v N
2TFA
81 [o) 264 (M + H)+
HN
NH
ClL e
N
2TFA
82 0 366 (M + H)+
F HN
F NH
ey
F N
2TFA
F F
F
83 [o) 244 (M + H)+
HN
NH
=
N

2TFA
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TABLE 11-continued

Spiroamine reagent

Target Compound Spiroamine reagent MS (m/z)
84 0 244 (M + H)+
HN
NH
T
N
2TFA
85 0 332 (M + H+
F HN
F NH
T
F N
2TFA
Cl
The spiroamine reagents used in the synthesis o.f Com- TABLE 12-continued
pounds 86 to 91 and shown below were synthesized by »5
operations similar to those in Example 8 using appropriate Target Spiroamine
reagents and starting materials. Com- ) ) reagent
pound Spiroamine reagent MS (m/z)
TABLE 12
0 % 0 282 (M + H)+
Target Spiroamine
Com- . . reagent cl HN
pound Spiroamine reagent MS (m/z) NH
86 o 298 (M + H)+ =\
35
F HN 2HCI
F NH F
T
N
F 91 0 308 (M + H)+
2HC1
40 N
NH
87 0 264 (M + H)+ Br =
HN 2HCI
NH 45
oy
N
SHCl The spiroamine reagent used in the synthesis of Com-
al pound 92 (2-(2,2-difluoro-benzo[1,3]dioxol-4-y1)-1,3,8-tri-
s aza-spiro[4.5]dec-1-en-4-one ditrifluoroacetate) was synthe-
88 0 298 (M + H)+ sized as follows.
Cl HN
NH Reaction 10-7
Cl S
N 55 F
2HCI F—7—o ¢l
O,
(6]
89 [o) 282 (M + H)+
60
HN A Y
o - NH N < 10g
N LN o EN
CH,Cl,
2HC1 65

F Sa
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-c%ntinued

N
F 74 O HN
(@] 4%
O
@]
10h

4-Cyano-4-[(2,2-difluoro-benzo[ 1,3 ]dioxole-4-carbo-
nyl)-amino]-piperidine-1-carboxylic acid tert-butyl ester
was synthesized by operations similar to those in Reaction
2-3 of Example 2 using appropriate reagents and starting
material.

MS (ESI) m/z=410 (M+H)+.

Reaction 10-8

<

1) IN ag NaOH

i
z,

/ 35% H,0,
\ THF

0, 2) 6N NaOH
0 EtOH

10h
. 0
0
F7Lo HN
N
3 ~
N 0
10i

A 1 N aqueous NaOH solution (0.274 ml, 0.274 mmol)
and a 35% aqueous H,O, solution (0.051 ml, 0.52 mmol)
were added to a solution of 4-cyano-4-[(2,2-difluoro-benzo
[1,3]dioxole-4-carbonyl)-amino]-piperidine-1-carboxylic
acid tert-butyl ester (56.0 mg, 0.137 mmol) in THF (0.23 ml)
at room temperature. The reaction mixture was stirred at
room temperature for 43 hours, and a 35% aqueous H,O,
solution (0.030 ml, 0.31 mmol) was then further added at
room temperature. After stirring at room temperature for 48
hours, the mixture was quenched with a 1 N aqueous HCl
solution (0.2 ml) and concentrated under reduced pressure.
A 6 N aqueous NaOH solution (0.33 ml, 2.0 mmol) was
added to a suspension of the resulting residue in EtOH (1.2
ml) at room temperature, and the mixture was stirred at room
temperature for 24 hours. The reaction mixture was
quenched with a saturated aqueous NH,Cl solution (0.4 ml)
and then concentrated under reduced pressure. The resulting
residue was dissolved in ethyl acetate and washed with
water, and then dried over MgSO,, and concentrated under
reduced pressure. The residue was purified by silica gel
column chromatography (hexane/ethyl acetate=3/2) to give
2-(2,2-difluoro-benzo[ 1,3]dioxol-4-yl)-4-0x0-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-carboxylic acid tert-butyl ester (51.2
mg, 91%).

20
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'H-NMR (300 MHz) (CDCl,) & 1.50 (9H, s), 1.55 (2H,
m), 1.95 (2H, m), 3.46 (2H, m), 4.02 (2H, br), 7.23-7.25 (2H,
m), 7.88-7.94 (1H, m), 8.41 (1H, br s).

Reaction 10-9
. 0
0
F7Lo HN
N
O = TFA
N 0 —_—
CH,Cl,
10i
. 0
F7Lo HN
NH
o ~
N
2TFA

10j

2-(2,2-Difluoro-benzo[1,3]dioxol-4-y1)-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one ditrifluoroacetate was synthesized by
operations similar to those in Reaction 7-2 of Example 7
using appropriate reagents and starting material. (This com-
pound was directly used in the next reaction.)

The spiroamine reagent used in the synthesis of Com-
pound 93 (2-(3-chloro-2-fluoro-phenyl)-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one dihydrochloride) was synthesized as
follows.

Reaction 10-10

F cl
cl
N 0
N\ o
N%
/ 10k
H,N o)
\ BN
CH,Cl,
5a
N
AN o
N%
F HN o%
cl
o)
101

4-(3-Chloro-2-fluoro-benzoylamino)-4-cyano-piperidine-
1-carboxylic acid tert-butyl ester was synthesized by opera-
tions similar to those in Reaction 2-3 of Example 2 using
appropriate reagents and starting material.

MS (ESI) m/z=404 (M+Na)+.
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(Reaction 10-11)

E —< IN NaOH
0% H0;

0
0
LN 0
N < 15
HN
0

O

w

10m

1 N NaOH (8.60 ml, 8.60 mmol) and a 30% H,O, solution
(4.30 ml) were added to a solution of 4-(3-chloro-2-fluoro- 25
benzoylamino)-4-cyano-piperidine-1-carboxylic acid tert-
butyl ester (1.63 g, 4.28 mmol) in THF (8.60 ml) at room
temperature, and the mixture was stirred at room tempera-
ture for two hours. The reaction mixture was adjusted to pH
6 by adding 2 N HCI and then extracted with ethyl acetate 39
three times. The organic layers were sequentially washed
with H,O (x2) and saturated brine, and then dried over
Na,SO, and concentrated under reduced pressure. The
resulting residue was triturated with H,O, and the solid was
collected by filtration. The resulting solid was washed with
Et,O and then dried under reduced pressure to give 4-car-
bamoyl-4-(3-chloro-2-fluoro-benzoylamino)-piperidine-1-
carboxylic acid tert-butyl ester as a white powder (1.30 g,
76%).

MS (ESI) m/z=400 (M+H)+.

35

40

(Reaction 10-12)

tBuOH

§94$W“N

Cl

10m
@]

55
O
F HN
N
ClL o
N o%
60
10n

Potassium t-butoxide (1.01 g, 8.97 mmol) was added to a
solution of  4-carbamoyl-4-(3-chloro-2-fluoro-benzoy- 65
lamino)-piperidine-1-carboxylic acid tert-butyl ester (1.20 g,
2.99 mmol) in tBuOH (30.0 ml) at room temperature, and

206

the mixture was stirred at 40° C. for six hours. The reaction
mixture was adjusted to pH 6 by adding 2 N HCl and then
extracted with AcOEt three times. The organic layers were
sequentially washed with H,O (x2) and saturated brine, and
then dried over Na,SO, and concentrated under reduced
pressure. The residue was purified by column chromatog-
raphy (hexane/AcOEt=90:10—50:50) to give 2-(3-chloro-
2-fluoro-phenyl)-4-oxo-1,3,8-triaza-spiro[4.5]dec-1-ene-8-
carboxylic acid tert-butyl ester as a colorless form (1.13 g,
99%).
MS (ESI) m/z=382 (M+H)+.

Reaction 10-13
0
F HN P
N < /  4NHCLdi
Cl \N 9 ioxane
\ CH,Cl,
10n
0
F HN
NH
Cl S
N JHCI
100

2-(3-Chloro-2-fluoro-phenyl)-1,3,8-triaza-spiro[4.5]dec-
1-en-4-one dihydrochloride was synthesized by operations
similar to those in Reaction 5-3 of Example 5 using appro-
priate reagents and starting material.

MS (ESI) m/z=282 (M+H)+.

The spiroamine reagent used in the synthesis of Com-
pound 94 (2-[4-(1,1,2,2-tetrafluoro-ethoxy)-phenyl]-1,3,8-
triaza-spiro[4.5]dec-1-en-4-one dihydrochloride) was syn-
thesized as follows.

Reaction 10-14
OH

2 HATU
{Pr,E(N

N\\ DMF O
YO+,

10q

\ 0 Fﬁo
O (o

Sa
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N,N,N'N'-Tetramethyl-O-(7-azabenzotriazol-1-yl)uro-
nium hexafluorophosphate (1.60 g, 4.20 mmol) was added to
a solution of 4-(1,1,2,2-tetrafluoro-ethoxy)-benzoic acid
(1.00 g, 4.20 mmol), 4-amino-4-cyano-piperidine-1-carbox-
ylic acid tert-butyl ester (995 mg, 4.42 mmol) and N,N-
diisopropylethylamine (1.46 ml, 8.39 mmol) in DMF (8.8
ml) at 0° C. The mixture was gradually warmed to room
temperature and stirred for 28.5 hours. An aqueous ammo-
nium chloride solution was added to the reaction mixture,
followed by extraction with ethyl acetate three times. The
organic layers were sequentially washed with H,O (x2) and
saturated brine, and then dried over Na,SO, and concen-
trated under reduced pressure. The residue was purified by
column chromatography (hexane: AcOEt=90:10—30:70) to
give 4-cyano-4-[4-(1,1,2,2-tetrafluoro-ethoxy)-benzoy-

10

15
lamino]-piperidine-1-carboxylic acid tert-butyl ester as a

light brown powder (1.60 g, 86%).
MS (ESI) m/z=446 (M+H)+.

Reaction 10-15

\\

6N NaOH

_< 30% Hzo2
TROH
F F
F
0
F

10q

20

30

208

-continued
4N
HClI-dioxane
—_—
CHyCl,

« s

10s

2-[4-(1,1,2,2-Tetrafluoro-ethoxy)-phenyl]-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one dihydrochloride was synthesized
by operations similar to those in Reaction 5-2 and Reaction
5-3 of Example 5 using appropriate reagents and starting
material.

MS (ESI) m/z=346 (M+H)+.

The following spiroamine reagents used in the synthesis
of Compounds 95 to 99 were synthesized by operations
similar to those in Reaction 10-14 and Reaction 10-15 using
appropriate reagents and starting materials.

TABLE 13
Target Spiroamine reagent
Compound Spiroamine reagent MS (m/z)
95 [o) 278 (M + H)+
HN
NH
Sy
N
2HCI
Cl
96 [o) 316 M + H)+
HN
NH
F. o
N
F 2HCI
F
F
97 [o) 245 M + H)+
HN
NH
N ey
AN N

3HCI
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TABLE 13-continued
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Target Spiroamine reagent
Compound Spiroamine reagent MS (m/z)
98 o) 298 (M + H)+
HN
NH
Cl S
N
2HCI
Cl
99 314 (M + H)+

O
HN
NH
F O S
>( N
F
F 2HCL

The following spiroamine reagents used in the synthesis
of Compounds 100 to 114 were synthesized by operations

similar to those in Reaction 10-14, Reaction 5-2 and Reac-
tion 7-2 using appropriate reagents and starting materials.

TABLE 14
Target Spiroamine reagent
Compound Spiroamine reagent MS (m/z)
100 366 (M + H)+
NH
101 [e) 258 (M + H)+
HN
NH
Sy
N
2TFA
102 o) 265 (M + H)+
HN
NH
S
2 N
N
>/ S 2TFA
103 (o) 250 (M + H)+
HN
NH
S
N

2TFA
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TABLE 14-continued

Target Spiroamine reagent
Compound Spiroamine reagent MS (m/z)
104 [e) 304 (M + H)+
HN
NH
o
N
F 2TFA
F
F
105 F 314 (M + H)+
F>‘\ ’
F (0] HN
NH
)
N
2TFA
106 314 (M + H)+

O
HN
NH
T
N

F
Fﬂ\ 2TFA
F O

107 O 315 (M + Hy+
F HN
F NH
—y
F N
2TFA
F
108 (o) 264 (M + Hy+
HN
NH
T
N
2TFA
109 O 248 (M + H)+
HN
NH
F -
N
2TFA
110 O 308 (M + Hy+
o HN
// NH
\//S \N
(6]

2TFA
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TABLE 14-continued

214

Target Spiroamine reagent
Compound Spiroamine reagent MS (m/z)
111 [e) 312 (M + H)+
F HN
F NH
=
F N
2TFA
112 o) 312 (M + H)+
F HN
F NH
ey
F N
2TFA
113 [e) 258 (M + H)+
HN
NH
[
N
2TFA
114 o) 262 (M + H)+
HN
NH
F. S
N
2TFA
40

The following spiroamine reagents used in the synthesis
of Compounds 115 to 117 were synthesized by operations
similar to those in Reaction 10-14, Reaction 10-8 and
Reaction 7-2 using appropriate reagents and starting mate-

rials.
TABLE 15
Target Spiroamine
Com- reagent
pound Spiroamine reagent MS (m/z)
115 0 315 (M + H)+
F HN
F NH
e
F N
2TFA
F

45

50

55

65

TABLE 15-continued

Target Spiroamine
Com- reagent
pound Spiroamine reagent MS (m/z)
116 o) 315 M + H)+
F F HN
F NH
S
F N
2TFA
117 (o) 262 (M + H)+
HN
NH
ey
N
2TFA

F

The following spiroamine reagent used in the synthesis of
Compound 118 (2-(4-difluoromethoxy-phenyl)-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one) was synthesized by operations
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similar to those in Reaction 10-14, Reaction 10-8 and
Reaction 5-3 using appropriate reagents and starting mate-
rial.

216
nyl)-amino]-piperidine-1-carboxylic acid tert-butyl ester as
a colorless form (901 mg, 84%).

MS (ESI) m/z=361 (M+H)+.

TABLE 16
Target Spiroamine reagent
Compound Spiroamine reagent MS (m/z)
118 296 (M + Hy+

50

2HCI

A

The spiroamine reagent used in the synthesis of Com-
pound 119 (2-(2-methoxy-pyridin-4-yl)-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one ditrifluoroacetate) was synthesized as

follows.
Reaction 10-16
OH
(0]
N - AN 0
N\ 0 |
( N A
N
N 5 / 10t
2. —_
\ DM]EtOHMM
Sa
N
\ o
~
HN o—é
O | AN 5
AN
10u

4-(4,6-Dimethoxy-1,3,5-triazin-2-yl)-4-methylmorpho-
linium chloride 2.7-hydrate (1.06 g, 3.26 mmol) was added
to a solution of 2-methoxy-isonicotinic acid (500 mg, 3.26
mmol) and 4-amino-4-cyano-piperidine-1-carboxylic acid
tert-butyl ester (669 mg, 2.97 mmol) in EtOH (8.0 ml) at
room temperature, and the mixture was stirred for 46.5
hours. An aqueous NaHCO,; solution was added to the
reaction mixture, followed by extraction with AcOFEt three
times. The organic layers were washed with saturated brine,
and then dried over anhydrous sodium sulfate and concen-
trated under reduced pressure. The resulting residue was
purified by column chromatography (CH,Cl,/MeOH=99:1
to 95:5) to give 4-cyano-4-[(2-methoxy-pyridine-4-carbo-

20

30

55

60

65

Reaction 10-17
6N NaOH
30% HZO
T EOH
O
/ | \ 0
N, P
10u
(0]
HN P TFA
N e
o ~ CH,Cl,
r Z N [¢]
s
10v
0]
HN
NH
(0] ——
-~ = N
| 2TFA
N \
10w

2-(2-Methoxy-pyridin-4-y1)-1,3,8-triaza-spiro[4.5]dec-1-
en-4-one ditrifluoroacetate was synthesized by operations
similar to those in Reaction 5-2 and Reaction 7-2 using
appropriate reagents and starting material. (This compound
was directly used in the next reaction.)

The following spiroamine reagents used in the synthesis
of Compounds 120 to 131 were synthesized by the proce-
dure described in Reaction 10-16 and Reaction 10-17 using
appropriate reagents and starting materials.
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TABLE 17
Target Spiroamine reagent
Compound Spiroamine reagent MS (m/z)
120 0 246 M + H)+
HN
NH
N ey
i AN N
P
N 2TFA
121 0 This compound was
directly used in the next
N step (Reaction 10-6).
NH
ey
. N
S
=N 2TFA
122 o 234 M + H)+
HN
NH
)
<\I/\ )
\ N 3TFA
123 0 This compound was
directly used in the next
N step (Reaction 10-6).
NH
oy
N
0 2TFA
124 0 294 M + H)+
HN
\)\ .
@) o
N
2TFA
Cl
125 0 278 (M + H)+
HN
\)\ .
O e
N
2TFA
F
126 0 332 (M + H)+
F HN
F NH
T
F N
2TFA

Cl
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TABLE 17-continued

Target Spiroamine reagent
Compound Spiroamine reagent MS (m/z)
127 0 331 M + H)+
F HN
F NH
)
F N
2TFA
Cl
128 0 278 M + H)+
HN
NH
=
N
2TFA
Cl
129 0 282 (M + H)+
F HN
NH
oy
N
2TFA
Cl

130 0 302 (M + H)+

HN

NH
S
0O N
2TFA

131 0 328 (M + H)+

2TFA

Cl HN
[ jr \)\ .
(0] e
N
Cl

The following spiroamine reagent used in the synthesis of
Compound 133 was synthesized by operations similar to
those in Reaction 10-16, Reaction 10-8 and Reaction 5-3

using appropriate reagents and starting material. lows.
TABLE 18
Target Spiroamine 55
Com- reagent
pound Spiroamine reagent MS (m/z)
N
133 0 378 (M + H)+ \\
HN 60
NH
ClL . H)N
N
2HCI
65
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The spiroamine reagent used in the synthesis of Com-
pound 134 (2-(2,4-dichloro-benzyl)-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one ditrifluoroacetate) was synthesized as fol-

Reaction 10-18

cl
OH
0
0
N < Cl
/ 10x
o)
\ EDC
HOBT
sa iPrLEN

DMF
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-continued
N
N\

Cl
HN

N_{O {7

Cl
10y

(2,4-Dichloro-phenyl)-acetic acid (218 mg, 1.07 mmol),
1-ethyl-3-(3'-dimethylamino-propyl)carbodiimide  hydro-

5

10

chloride (255 mg, 1.33 mmol), 1-hydroxybenzotriazole 15

hydrate (136 mg, 0.88 mmol) and N,N-diisopropylethylam-
ine (0.378 ml, 2.22 mmol) were sequentially added to a
solution of 4-amino-4-cyano-piperidine-1-carboxylic acid
tert-butyl ester (200 mg, 0.888 mmol) in DMF (4 ml) at
room temperature, and the mixture was stirred at room

222
-continued
@]
Cl
HN
NH
Sy
N
2TFA
ClL

10aa

2-(2,4-Dichloro-benzyl)-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one ditrifluoroacetate was synthesized by operations simi-
lar to those in Reaction 5-2 and Reaction 7-2 using appro-
priate reagents and starting material.

MS (ESI) m/z=312 (M+H)+.

The following spiroamine reagent used in the synthesis of
Compound 135 was synthesized by operations similar to
those in Reaction 10-18 and Reaction 10-19 using appro-
priate reagents and starting material.

TABLE 19

Target Spiroamine reagent
Compound Spiroamine reagent MS (m/z)
135 0 312 (M + H)+
HN
NH
F =
N
F
F 2TFA

temperature for 16 hours. H,O (20 ml) was added to the
reaction mixture, followed by extraction with AcOFEt (40 ml
and 20 ml). The organic layers were sequentially washed
with H,O (20 ml), 1 N HCI (20 ml), H,O (20 ml) and
saturated brine (20 ml), and then dried over Na,SO, and
concentrated under reduced pressure. The resulting residue
was purified by silica gel column chromatography
(n-hexane/AcOEFEt) to give 4-cyano-4-[2-(2,4-dichloro-phe-
nyl)-acetylamino]-piperidine-1-carboxylic acid tert-butyl
ester as a white powder (285 mg, 78%).

'H-NMR (270 MHz, CDCI,) 8 1.45 (9H, s), 1.72 (2H,
ddd, J=13.2, 10.7, 3.9 Hz), 2.34-2.37 (2H, m), 3.20-3.27
(2H, m), 3.68 (2H, s), 3.81-3.97 (2H, m), 5.55 (1H, s), 7.28
(1H, dd, J=7.8, 2.0 Hz), 7.30 (1H, d, 7.8 Hz), 7.45 (1H, d,
J=2.0 Hz). MS (ESD) m/z=412 (M+H)+.

Reaction 10-19

N
\ 0
N 6N NaOH
Cl 30% H,0,
HN 0 EtOH
O
Cl
10y
@]
Cl 0
HN
N
S TFA
N (@] —_—
CH,Cly
Cl

10z

35

40

45

60

65

The spiroamine reagent used in the synthesis of Com-
pound 136 (2-(1-trifluoromethyl-cyclopropyl)-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one ditrifluoroacetate) was synthe-
sized as follows.

Reaction 10-20
o}
(COCI),
—_—
cat. DMF
F OH  cm,al,
F F
10ab N\
A 0
N%
H,N o%
0
Sa
iPr,EtN
F cl CH,Cl,
F F
10ac

\ .
N%Jv

10ad

&)
==id
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Oxalyl chloride (0.20 ml, 2.3 mmol) and dimethylforma-
mide (8 pl) were added to a solution of 1-trifluoromethyl-
cyclopropanecarboxylic acid (308 mg, 2.00 mmol) in
dichloromethane (2.1 ml) at 0° C. The mixture was stirred at
0° C. for 30 minutes and then stirred at room temperature for
two hours. The reaction mixture was concentrated under
reduced pressure. A solution of the resulting residue in
dichloromethane (1.5 ml) was added dropwise to a solution
of' 4-amino-4-cyanopiperidine-1-carboxylic acid tert-butyl
ester (377 mg, 1.67 mmol) and diisopropylethylamine (0.42
ml, 2.4 mmol) in dichloromethane (2.0 ml) over three
minutes at 0° C., and the mixture was stirred at room
temperature for 13 hours. The reaction mixture was diluted
with dichloromethane, and the organic layer was then
washed with water, dried over MgSO, and concentrated
under reduced pressure. The resulting residue was purified
by silica gel column chromatography (hexane/ethyl
acetate=3/1—2/1) to give 4-cyano-4-[(1-trifluoromethyl-cy-
clopropanecarbonyl)-amino|-piperidine-1-carboxylic  acid
tert-butyl ester as a colorless solid (519 mg, 86%).

'H-NMR (400 MHz) (CDCL,) § 1.46 (9H, s), 1.29 (2H,
dd, J=7.5 and 4.5 Hz), 1.56 (2H, m), 1.80 (2H, m), 2.40 (2H,
m), 3.30 (2H, m), 3.93 (2H, br), 6.07 (1H, br s). Rf=0.62 in
TLC (developer; hexane:AcOEt=1:1).

Reaction 10-21
N
N\ o
0 N 6N NaOH
30% H,0,
E i © \ EtOH
F
F
10ad
(0]
(0]
F HN TFA
F. N —_—
~ CH,Cl,
F N Y
10ae
(0]
F HN
F NH
ey
F N
2TFA
10af

2-(1-Trifluoromethyl-cyclopropyl)-1,3,8-triaza-spiro[4.5]
dec-1-en-4-one ditrifluoroacetate was synthesized by opera-
tions similar to those in Reaction 5-2 and Reaction 7-2 using
appropriate reagents and starting material. (This compound
was directly used in Reaction 10-6.)

The following spiro-amine reagents used in the synthesis
of Compounds 137 to 138 were synthesized by operations
similar to those in Reaction 10-20 and Reaction 10-21 using
appropriate reagents and starting materials. (These com-
pounds were directly used in Reaction 10-6.)

10

15

20

25

30

40

45

55

60

65

TABLE 20
Target Spiroamine reagent
Compound Spiroamine reagent MS (m/z)

137 0 This compound was
directly used in the
next step (Reaction

F HN
10-6).
F NH
ey
F N
2TFA

138 0 This compound was
directly used in the
next step (Reaction

F HN
10-6).
F NH
S
F N
2TFA

The spiroamine reagent used in the synthesis of Com-
pound 139 (2-(2-fluoro-4-triffuoromethyl-phenyl)-1,3,8-tri-
aza-spiro[4.5]dec-1-en-4-one ditrifluoroacetate) was synthe-
sized as follows.

Reaction 10-22
F (0]
OH
O F
HoN (0]
2 F
N F
HN (¢] 4% 10ah
HATU
10ag iPrEtN
DMF
(0]
N (0]
N%
HN (¢] 4%
(0]
F
F
F
F
10ai

HATU (939 mg, 2.47 mmol) and DIPEA (525 pL, 3.09
mmol) were added to a solution of 4-amino-4-carbamoyl-
piperidine-1-carboxylicacid tert-butyl ester (500 mg, 2.06
mmol) and 2-fluoro-4-triffuoromethyl-benzoic acid (514
mg, 2.47 mmol) in DMF (10 mL). The mixture was stirred
at room temperature for 19 hours and then quenched with a
saturated aqueous ammonium chloride solution. The reac-
tion mixture was diluted with EtOAc, and the organic layer
was then washed with H,O and saturated brine, dried over
MgSO, and concentrated under reduced pressure. The
resulting residue was triturated with n-hexane and EtOAc
and then collected by filtration to give 4-carbamoyl-4-(2-
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fluoro-4-trifluoromethyl-benzoylamino)-piperidine-1-car- MeOH=95:5) to give 2-(2-fluoro-4-trifluoromethyl-phenyl)-
boxylic acid tert-butyl ester as a white solid. This was used 4-0x0-1,3,8-triaza-spiro[4.5]dec-1-ene-8-carboxylic  acid
in the next step without further purification. tert-butyl ester as a white solid (54.5 mg, 57%).

s MS (ESI) m/z=438 (M+Na)+.
Reaction 10-23
O (Reaction 10-24)
HoN
4{ 10
HN
6N NaOH
DMSO
0 { CHZCIZ
F
8 F 15
F F
F F
10ai 10aj
0 (6]
o 20 . N
F HN (
\N O% N
2TFA
F 25 F
F
F
F F
104 10ak
30

A 6 N aqueous NaOH solution (54.8 ul, 323 pumol) was
added to a solution of 4-carbamoyl-4-(2-fluoro-4-trifluo-
romethyl-benzoylamino)-piperidine-1-carboxylic acid tert-
butyl ester (100 mg, 231 umol) in DMSO (0.3 mL), and the
mixture was stirred at room temperature for 27 hours. The 33
reaction mixture was quenched with a saturated aqueous

2-(2-Fluoro-4-trifluoromethyl-phenyl)-1,3,8-triaza-spiro
[4.5]dec-1-en-4-one ditrifluoroacetate was synthesized by
operations similar to those in Reaction 7-2 using appropriate
reagents and starting material.

MS (ESI) m/z=315 (M+H)+.

ammonium chloride solution and then diluted with EtOAc, The following spiro-amine reagents used in the synthesis
and the organic layer was sequentially washed with H,O and of Compounds 140 to 143 were synthesized by operations
saturated brine. The organic layer was dried over MgSO, similar to those in Reaction 10-22, Reaction 10-23 and

and then concentrated under reduced pressure. The resulting 40 Reaction 10-24 using appropriate reagents and starting
residue was purified by column chromatography (CH,Cl,/ materials.

TABLE 21
Target Spiroamine reagent
Compound Spiroamine reagent MS (m/z)
140 346 (M + H)+
\©)\ 2TFA
141 0 194 (M + H)+
HN

/\)%N NH

2TFA
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TABLE 21-continued
Target Spiroamine reagent
Compound Spiroamine reagent MS (m/z)
142 0 256 (M + H)+
HN
NH
T
x N
2TFA
143 0 287 (M + H)+
HN
NH
S \N
<\ 2TFA
N
The spiroamine reagent used in the synthesis of Com- »s
pound 144 (2-(4-methoxy-3-trifluoromethyl-phenyl)-1,3,8- (Reaction 10-26)
triaza-spiro[4.5]dec-1-en-4-one ditrifluoroacetate) was syn- o
thesized as follows.
HN o)
30 N%
(Reaction 10-25) HN Y
F o) 6N NaOH
F 0 —_
DMSO
F Cl
35 N\
0 - o
H,N ¢} O
F F
N < 10al !
EtzN
HN @]
2 < CH,Cly 40 10am
10ag (o)
O
F HN
45 F. N TFA
—_—
o . =y o) CH,Cl
H,N 0
N‘( \O
HN (@] 10an
50
0 O
F HN
o F NH
55 S
F N
F F 2TFA
F
~,
10am O
60 10ao

4-Carbamoyl-4-(4-methoxy-3-trifluoromethyl-benzoy-
lamino)-piperidine-1-carboxylic acid tert-butyl ester was
synthesized by operations similar to those in Reaction 2-3
using 4-amino-4-carbamoyl-piperidine-1-carboxylic acid
tert-butyl ester as a starting material amine.

MS (ESI) m/z=446 (M+H)+.

2-(4-Methoxy-3-trifluoromethyl-phenyl)-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one ditrifluoroacetate was synthesized
by operations similar to those in Reaction 10-23 and Reac-
tion 7-2 using appropriate reagents and starting material.

MS (ESI) m/z=328 (M+H)+.
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Example 11

N-{3-Methyl-4-[2-(4-0x0-2-m-tolyl-1,3,8-triaza-
spiro[4.5]dec-1-ene-8-sulfonyl)-ethyl]-phenyl}-acet- 5
amide (Compound 145)

(Reaction 11-1)

230

-continued

~

H

10
O\S
BF;K s
—/ Cl
NH
PdCl,, PhsP 1le
- . 15
CS2C03
THE—,0 2-(4-Acetylamino-2-methyl-phenyl)-ethanesulfonyl chlo-
ride was synthesized by operations similar to those in
20 Reaction 10-2, Reaction 10-3, Reaction 10-4 and Reaction
10-5 using appropriate reagents and starting material.
MS (ESI) m/z=276 (M+H)+.
o] 25
NH Ph;SiSH .
AIBN Reaction 11-2
_—
toluene O
30 HN
NH
— =
N
b 2TFA
35
11f
o:( O\s Et;N
NI a / X0 CH,Cl,
40
citric acid
K>CO3
s—
MeOH
45
O N
I H
N—S
50 I
(6]
1lc
Compound 145
55
(6]
NH
518\21812 N-{3-Methyl-4-[2-(4-0x0-2-m-tolyl-1,3,8-triaza-spiro
s 6 [4.5]dec-1-ene-8-sulfonyl)-ethyl]-phenyl}-acetamide ~ was
MeCN—CH,Cl, synthesized by operations similar to those in Reaction 5-4
using appropriate reagents and starting material.
MS (ESI) m/z=483 (M+H)+.
HS ¢s  The example compounds shown below were synthesized
11d by operations similar to those in Example 11 using appro-

priate reagents and starting materials.
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TABLE 22

LCMS or HPLC Retention
Compound Structure condition time (min) MS (m/z)

146 LCMS-C-1 2.33 497
g M + H)+

HN
N—S
——
N o O

147 LCMS-C-1 2.40 537
M + H)+
N

N—S
Cl\@/\%N o// \\o

jus)

148 o LCMS-C-1 2.45 489
M + H)+
(0]
O N
HN Il H
N—S
~y I
45
The spiroamine reagent used in the synthesis of Com- -continued
pound 148 (2-(4-methyl-cyclohexyl)-1,3,8-triaza-spiro[4.5] N% O
dec-1-en-4-one dihydrochloride) was synthesized as fol- Q WN%
50
lows. N O‘é aq. 1,0,
—_—
6N NaOH
EtOH
Reaction 11-3
55
(€]
11h
Cl (0]

HN (
N, % 0 60 /€©N
N < lig =y 0
N o% Et;N

CH,Cly

65
S5a 11i
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2-(4-Methyl-cyclohexyl)-4-0x0-1,3,8-triaza-spiro[4.5]
dec-1-ene-8-carboxylic acid tert-butyl ester was synthesized
by operations similar to those in Reaction 5-1 and Reaction
5-2 using appropriate reagents and starting material. 5
MS (ESI) m/z=372 (M+Na)+.

(Reaction 11-4)

10
4% CH,Cl,
2812 15
2) 4N HCI-
dioxane
MeOH
11i
20
(6]
HN 25
NH
==
N
2HCI
30
11
2-(4-Methyl-cyclohexyl)-1,3,8-triaza-spiro[4.5]dec-1-en-
4-one dihydrochloride was synthesized by operations simi- 35
lar to those in Reaction 7-2 and Reaction 5-3 using appro-
priate reagents and starting material.
MS (ESI) m/z=250 (M+H)+.
40
Example 12
N-(2-Hydroxy-ethyl)-N-(3-methyl-4-{2-[4-0x0-2-(3-
trifluoromethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-
1-ene-8-sulfonyl]-ethyl}-phenyl)-acetamide (Com- 45
pound 149)
Reaction 12-1 50
OH
OH H
H,N /\/ N—/_
55
L- prohne
K>COj3
DMSO Br
2a
12¢ 60

A mixture of 2-bromo-5-iodotoluene (1.60 g, 5.40 mmol),
2-aminoethanol (0.49 mL, 8.14 mmol), Cul (53.3 mg, 0.28
mmol), L-proline (63.4 mg, 0.55 mmol) and K,CO; (1.49 g,
10.8 mmol) in DMSO (3.24 mL) was stirred at 60° C. for 12
hours. The reaction mixture was cooled and then diluted

234
with AcOFEt, and the organic layer was sequentially washed
with H,O and saturated brine. The organic layer was dried
over Na,SO, and then concentrated under reduced pressure.
The resulting residue was purified by silica gel column
chromatography (hexane/AcOEt=1/1) to give 2-(4-bromo-
3-methyl-phenylamino)-ethanol as a brown solid (1.00 g,
81%).
MS (ESI) m/z=230, 232 (M+H)+.

Reaction 12-2

OH
_/_
N

Aczo
—_—
Py

12¢

Br

12d

Pyridine (158.4 mL, 1.958 mol) was added to a solution
of 2-(4-bromo-3-methyl-phenylamino)-ethanol (19.28 g,
83.788 mmol) in Ac,O (158.4 mL, 1.676 mol). The mixture
was stirred at room temperature for 18 hours and then
concentrated under reduced pressure. The resulting residue
was purified by silica gel column chromatography (CH,Cl,/
MeOH=100/0 to 95/5) to give acetic acid 2-[acetyl-(4-
bromo-3-methyl-phenyl)-amino]-ethyl ester as a brown vis-
cous oil (21.44 g, 81%).

MS (ESI) m/z=314, 316 (M+H)+.

Reaction 12-3

:<_/_¥

BF;K

PdCl,, Ph;P
_— -

CS2C03
THF—H,0

Br

12d
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-continued -continued
O

w

(@)
>; s
O:< 0 N—/_ SOCL
—

Ph;SiSH KNOs ,
AIBN MeCN— CIH,Cl,
—_—
toluene 10
= s
12¢g
12e 15 0

-

/T

0
> 20
O% _/—O
N
citric acid 25 o)
K,CO; Xy ~
—  » x
MeOH / o

Cl

12h
Si—S
30

Acetic acid  2-{acetyl-[4-(2-chlorosulfonyl-ethyl)-3-
methyl-phenyl]-amino}-ethyl ester was synthesized by
operations similar to those in Reaction 10-2, Reaction 10-3,
Reaction 10-4 and Reaction 10-5 using appropriate reagents
and starting material.

MS (ESI) m/z=362 (M+H)+.

12f

Reaction 12-4
Q o]
E HN
(0] _/—O NH
F. O ey
N N
F
F 2TFA
12i
EtzN
O\S CH,Cly
7/ o
Cl

12h

N >
XOiﬂCIQ N

12j
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Acetic acid 2-[acetyl-(3-methyl-4-{2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl]-ethyl}-phenyl)-amino]-ethyl ester was synthesized
by operations similar to those in Reaction 5-4 of Example 5
using appropriate reagents and starting material.
MS (ESI) m/z=639 (M+H)+.

Reaction 12-5

11j

Compound 149

40
K,CO; (9.1 mg, 66.0 pmol) was added to a solution of
acetic acid 2-[acetyl-(3-methyl-4-{2-[4-0x0-2-(3-trifluo-
romethoxy-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-ene-8-sul-
fonyl]-ethyl}-phenyl)-amino]-ethyl ester (28.1 mg, 44.0 45
umol) in MeOH (0.5 mL). The mixture was stirred at room
temperature for two hours. H,O was then added and the
mixture was diluted with CH,Cl,. The organic layer was
washed with saturated brine, and then dried over MgSO, and >
concentrated under reduced pressure. The resulting residue
was purified by chromatography (CH,Cl,/
MeOH=15/1) to give N-(2-hydroxy-ethyl)-N-(3-methyl-4-
{2-[4-0x0-2-(3-trifluoromethoxy-phenyl)-1,3,8-triaza-spiro

column

55

[4.5]dec-1-ene-8-sulfonyl]-ethyl}-phenyl)-acetamide as a
white amorphous (24.0 mg, 92%).

'H-NMR (400 MHz, CDCL;) § 1.71-1.75 (2H, m), 1.90
(3H, s), 2.09-2.04 (2H, m), 2.40 (3H, s), 3.16-3.24 (5H, m),
3.46-3.53 (4H, m), 3.77-3.87 (4H, m), 7.04-7.06 (2H, m),
7.24-7.26 (1H, m), 7.42-7.44 (1H, m), 7.58 (1H, t, J=8.3
Hz), 7.79-7.81 (1H, m), 7.86 (1H, m). MS (ESI) m/z=597
(M+H)+.

60

65

o >
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Example 13

Acetic acid (S)-1-acetoxymethyl-2-[acetyl-(3-
methyl-4-{2-[4-0x0-2-(3-trifluoromethyl-phenyl)-1,
3,8-triaza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl} -
phenyl)-amino]-ethyl ester (Compound 150)

K,CO;
—_—

MeOH

o)
0 —
o N
HN l \
N—S
F o] = Il
N o OH

Reaction 13-1

o H

I HZN\/\/OH

13a

Cul
L-proline
K,CO;

Br DMSO

12a

Ac,O

Py

Br
13b
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o -continued -continued
BF;K
© J_/ © pact,, phyp O:< %
N © s SO,Cly
Cs,CO; KN03
THF—H,0 MeCN—CHZClz
10
Br
13¢
0 15 HS
> 13f
g O~<
o:< J_/ D PI;SiSH Q
AIBN 20 >
N ) —_—
toluene 1) o s
O:< j—/ @]
N ]
25
13d
30
_< Ny
Cl
citric acid 13g
K,CO;4
", 35
MeOH
Acetic acid (S)-1-acetoxymethyl-2-{acetyl-[4-(2-chloro-
Ph sulfonyl-ethyl)-3-methyl-phenyl]-amino}-ethyl ester was
Ph— i 40 synthesized by operations similar to those in Reaction 12-1,
Reaction 12-2, Reaction 10-2, Reaction 10-3, Reaction 10-4
Ph and Reaction 10-5 using appropriate reagents and starting
13e material.

MS (ESI) m/z=434 (M+H)+.

Reaction 13-2

0

F HN
F NH

\N
F
\/ j_/ JHCI
8d
EtzN
CH,Cl,

V4

Cl
13g
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-continued

Compound 150

Acetic acid (S)-1-acetoxymethyl-2-[acetyl-(3-methyl-4- 15 MS (ESI) m/z=695 (M+H)+.
{2-[4-0x0-2-(3-trifluoromethyl-phenyl)-1,3,8-triaza-spiro
[4.5]dec-1-ene-8-sulfonyl]-ethyl}-phenyl)-amino]-ethyl

ester was synthesized by operations similar to those in The example compounds shown below were synthesized

Reaction 5-4 using appropriate reagents and starting mate- by operations similar to those in Example 13 using appro-
rial. priate reagents and starting materials.
TABLE 23
LCMS
or Reten-
HPLC tion
Com- condi- time

pound Structure tion (min) MS (m/z)

151 0 LCMS- 253 695
o o A-1 M + H)+

HN Il
N—=S O
O S
F
(6]
F ®)
F (6]

152 0 LCMS-  2.50 711

o o A-1 M + H)+
HN Il
N—S O
~y I
F 0 N 9
F O ® o)
>:O

153 0 LCMS- 257 713

A-1 M + H)+
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Example 14
8-{2-[4-((S)-2,3-Dihydroxy-propylamino)-2-methyl-
phenyl]-ethanesulfonyl}-2-(4-trifluoromethyl-phe- 5
nyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one (Com-
pound 154)
Reaction 14-1
O,
0 >— 0
(€]
1IN ” N $O f aq. KOH
—s \—\; MeOH
=y (ll @ 0
F. >
(6]
F
F
Compound 151
(0]
G N OH
HN I $
J— S <
=\ (|l ©® Ol
F
F
F

Compound 154

A 1.2 M aqueous KOH solution (0.5 mL) was added to a
solution of acetic acid (S)-1-acetoxymethyl-2-[acetyl-(3-
methyl-4-{2-[4-0x0-2-(4-trifluoromethyl-phenyl)-1,3,8-tri-
aza-spiro[4.5]dec-1-ene-8-sulfonyl]-ethyl}-phenyl)-amino] -
ethyl ester (40.8 mg, 0.0587 mmol) in MeOH (3 mL). The
reaction mixture was stirred at 50° C. for 1.5 hours and then
cooled to room temperature. Dowex 50 Wx4 (237.6 mg) was
added. The mixture was further stirred at room temperature

40

45

for two hours and then filtered, and the organic layer was
concentrated under reduced pressure. The resulting residue
was purified by silica gel column chromatography (CH,Cl,/ 50
MeOH=10/1) to give 8-{2-[4-((S)-2,3-dihydroxy-propy-

lamino)-2-methyl-phenyl]-ethanesulfonyl}-2-(4-trifluorom-

ethyl-phenyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one as a

white powder (30.3 mg, 91%).

'H-NMR (400 MHz, CD30D) & 1.72-1.75 (2H, m),
1.99-2.04 (2H, m), 2.28 (3H, s), 2.98-3.06 (3H, m), 3.19-
3.28 (2H, m), 3.46-3.61 (5H, m), 3.77-3.80 (3H, m), 6.49-
6.53 (2H, m), 6.98 (1H, d, J=8.3 Hz), 7.85 (2H, d, J=8.3 Hz),
8.12 (2H, d, J=8.3 Hz). MS (ESI) m/z=569 (M+H)+.

The example compound shown below was synthesized by
operations similar to those in Example 14 using appropriate
reagents and starting material.

TABLE 24
Com- LCMS or HPLC Retention
pound Structure condition time (min) MS (m/z)
155 o) LCMS-A-1 1.93 569
H (M + H)+
O N OH
F HN Il
F N—¢g ;
=~ |
F N fo) O] OH
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Example 15

8-{2-[4-((S)-2,3-Dihydroxy-propylamino)-2-methyl-
phenyl]-ethanesulfonyl }-2-(4-trifluoromethoxy-phe- 5
nyl)-1,3,8-triaza-spiro[4.5]dec-1-en-4-one (Com-

pound 156)
Reaction 15-1
O>;
g O~< 2
o:< J_/ 0 HN
[&)] NH
N —
F N
F.
ﬂ\ 2HCI
F (0]
15a
O%S EtN
s CHyCls
ClL
13g

MeOH

0
: Y
HN I
N—S {
S~ | aq. KOH
F N 0 @ 0: MoOH

Compound 152

G N OH
N—S \
. =y (ll ® OH
N
Compound 156
8-{2-[4-((S)-2,3-Dihydroxy-propylamino)-2-methyl-phe- 65 tions similar to those in Reaction 5-4 and Reaction 14-1

nyl]-ethanesulfonyl}-2-(4-trifluvoromethoxy-phenyl)-1,3,8- using appropriate reagents and starting material.
triaza-spiro[4.5]dec-1-en-4-one was synthesized by opera- MS (ESI) m/z=585 (M+H)+.
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The example compounds shown below were synthesized
by operations similar to those in Example 15 using appro-
priate reagents and starting materials.

TABLE 25
Com- LCMS or HPLC Retention
pound Structure condition time (min) MS (m/z)
157 0 LCMS-B-1 154 535 (M + Hy+
HN l
N—S
Cl
~\ (Il‘\_Q§ OH
158 [o) LCMS-C-1 235 535 (M + Hy+
HN I
N—S
- QXQ —e
Cl © OH
Example 16
30
8-{2-[4-(2-Hydroxy-ethylamino)-2-methyl-phenyl]-
ethanesulfonyl}-2-(3-trifluvoromethoxy-phenyl)-1,3,
8-triaza-spiro[4.5]dec-1-en-4-one (Compound 159)
Reaction 16-1
O

HN
F (0] -

j T )

o _/—O F 2TFA

F

N

12i

EtzN
CH,Cl,

~/
J
S

Cl
12h

O,
o »—
O N
HN aq. KOH
N—S —\ (0] >
F 0 =~ ” MeOH
N 0 0
F
F

12j
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-continued
O

Compound 159

8-{2-[4-(2-Hydroxy-ethylamino)-2-methyl-phenyl]-eth-
anesulfonyl}-2-(3-trifluoromethoxy-phenyl)-1,3,8-triaza-
spiro[4.5]dec-1-en-4-one was synthesized by operations
similar to those in Reaction 5-4 and Reaction 14-1 using
appropriate reagents and starting material.

MS (ESI) m/z=555 (M+H)+.

The example compounds shown below were synthesized
by operations similar to those in Example 16 using appro-
priate reagents and starting materials.

15

250

—

OH

NaBH, (1.45 g, 38.25 mmol) was added in small portions
to a mixture of 4-bromo-3-methyl-benzonitrile (2.50 g, 12.8
mmol), NiCl, (1.65 g, 12.8 mmol) and Boc,O (5.57 g, 25.5
mmol) in anhydrous MeOH (130 ml) at 0° C. The mixture
was stirred at room temperature for two hours and then
concentrated under reduced pressure. Ethyl acetate and
water were added to the resulting residue, and the mixture
was filtered through celite. The two-layer solution was
separated, and the aqueous layer was then further extracted

TABLE 26
LCMS 